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REPTRET 2ATE Toln B ~OREONIT AR
CETNIL T MM I

TITLE A Prlol 5lady Zvacsatoid cten T Lrae s et IC DS
Pat:ients with Acquired Hupngammag. .. .nem:1 ang [ecrrent hr-- o
Diarrhea of Undefined frio.vgy

KETECRDS ‘mmunog..bu..r “vPogRammag. bu.. v Tia  tidrrTeld

PRINCIPAL INVESTICATCR Eng.er Renata L %

ASSOCIATES Kikendall. James ICL M7 Marzine:r Migue. “A 47

SERVIZ Allergv- - immurolog+ Servi.e 3TATSS ngo.ng

APPE VAL TATE Yeb (88
FUNDING Turrent Y % ; Previnous T ] Los°3 Tocal i 2 68

STUDY 2BJECTIVE

To develop an 1gC-subclass spec:fic ELISA for measurement >f ... Gl C) and S
levels in intestinal secretions. and to mseasure quantitative :mmunoglobulin
levels. parti-lariv 1gC subciasses .n "he .rtes-.ra. .ecre<izcrs of rartients
vith common variable hvpogammagiobu..nemia and  ompare "hese Ji:™ norza.
levels.

TECHNICAL APPROACH

Secretions previousliv collected under protoco. ®i+3! normais; and those stored
from medically indicated evaluations hvpogammaglobuiinemic patients with
diarrhea) will be utilized for studv An ELISA utilizing highiv specific
monoclonal antibodies to human G subclasses wii. be deveioped Results are zo
be standardized to a unifore relerence and juant:.sted .n nanograms per sl it
is anticipated that additiona] samples wiil “e -'oilected ~n patients cresenting
for the problem of diarrhea and hvpogammagisbui.nem:a is <ei. as nordsa:s

under protocol W U No [.$?

PRIOR AND CUWRENT PROGRESS

Samples collected by the Cl Service wvere misiocared bSut were found recent.v for
further analvsis To date. :otal IgC IgA and IgM assavs have been completed
on norsal intestinal secretions :l=8. and on three patients <ith common
variable hypogammaglobulinemia :CVID) and diarrhea responsive to high dose
IVIC. The IgC subclass assav 1y currentl, underwvav !o5r feve.opsent and wil. de
the Fellow project for Dr Martirez The studv “as bSeen “ampered bv *he loss
of all GI scaff able to perform the collection ! .ntesz.nai secretions .nder

protocol W U No 1453

CONCIUSIONS

Nor . subjects secrete as expected “igh .evels >! [gA ."1n “he sma.. “owe.
and these studies provided (~formation »r "*¢ —area. ra‘e ! secretior n
addition. stigrificant amounts ~f (gL were 2.5 ietectab.e The sbser-ation
that a secretory diarrheas .- 2 UIT patiert o cesa, et ot e L. Rours f tigh
dose of !VIC therapv raises 'he juestior f ., reguiator. process of lgo ir the
intestine £ is 3,350 0f .rlerest ahict L% lgss =ight e eCTEteu

:
preferentiailv




2EPTRAT TATE s STFF OUNIT s
DETALL JUMMagEn JuEET
TITLE The Ro.e of [gu Subclasses .n :vmenuptera Hvpersenmsit:wi°v .nd
lmmunotherapy
KEVWORDS [gu subclasses hvmenopterd .mmurolherapv
PRINCIPAL INVESTICATTR Engier Renata ~~L 7

ASSOCIATES Squire Edward .77 “MC 3alata. +aizan PhD

SERVICE Allergv Immuno.ogy Service STAT.S omplezed
APPRCVAL CZATE Aug 1984

FUNDING current FY § ) Previocus F¥s § 21.82° Total § 21.¢2°

STUDY OBJECTIVE

To develop a hvmenoptera venom speci:f.. ELISA assav for the measurement of IgC
(1gGl/2/3/4 subclasses to honev bee. wasp. vellowv jacket. yellow hornet, wvhite
faced hornet). to compare the ELISA assav vith t'e radioimmunoassav, to compare
vevom-specific 1gC and [gC-subclass levels in pat..nts on immunotherapy versus
untreated patients with a historv of anaphvlaxis; and to follow patients on
imsunotherapy vith serial venom specific G measurements.

TECHNICAL APPROACH

Patients vill be enrolled during routine bee allergy evaluation days. The
paramseters to be evaluated {nclude: a) skin test titration with specific
venoms, b) RIA testing for venom specific IgG (VS-G) and IgE:. and c) ELISA
assays for venom-specific G, G4 and Gl. VS-G and G4 levels will be followed
sequentially in patients on venom immunotherapy (VIT) and compared to untreated
patients VS-C and G4 luvels will be correlated to protection from natural
sting reactions and severity level of previous sting reactions.

PR.uR AND CURRENT PROGRESS

To date. 100 patients have been enrolled. A sensitive and specific ELISA assay
for seasurement of VS-Gl, G4 and total G was developed; both VS-G and G4
correlate well with a reputable commercial radioimmunoassay. A computerized
database vas utilized to track follow-up patients and correlate clinical
responses to venoms and VS-G/G4. Patients.on VIT for over 5 years were given
the option to stop therapy while VS-G/G4 levels, natural sting rates, and
responses continued to be monitored. Patients who elected to continue VIT, but
st increased intervals., are maintaining protective VS-G levels. VS-G and G
subclass levels were followed during rush VIT in a mastocytosis patient. VS-G
levels correlate to protection against anaphylaxis in first 3-4 yrs of VIT;
levels decrease after 5 yrs of VIT, but G4 levels appear to remain elevated.

CONCLUSIONS

VS-C4 may be a better parameter of protection even after VIT is stopped. How
long protection iasts and whether C4 levels remain elevated are questions for
future study Successful rush VIT can be carried out in patients with
ssstocytosis Significanc levels of VS-G are found in patients with histories
of anaphvlaxis and no prior VIT. Some patients have increased VS-Gl,

especially vith serum sickness.
s
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REPORT DATE. 1l 21-9] “ORK UNI
DETAIL SUMMARY SHEET

TITLE The Effect of Humdén Breast Milk Cell Supernatants on In Vitre
Immunoglobulin Secretion

KEYWORDS . breast ailk. immunoglobulin

PRINCIPAL INVESTICATOR Engler. Renata COL MC
ASSOCIATES Carregal. Valerie CPT MC. McCormack. Emma  PT MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPRCVAL DATE Nov 1987

FUNDING: Current FY: § 0 Previuv.s FVs § 0 Total: § 0

STUDY OBJECTIVE
To evaluate the ability of human breast milk ce'ls in culture to continue to

secrete human immunoglobulin (Ig) of all !sotypes. [o evaluat> human breast
milk cells (HBMC) supernatants (derived from cu.tured HBMC) in their ability to
stimulate Ig secretion by peripheral blood lymphocvtes PBL,

TECHNICAL APPROACH
Human breast milk (HBM) is collected with a breast pump at 48 hours and 2-3

weeks after delivery. HMBC are separated and placed in culture for 7 Qays.
Supernatants are harvested and assayed by isotype specific ELISA for
quantitative [g. HBMC supernatants are co-cultured with peripheral blood
lymphocytes from normal donors for 8 days, and supernatants are again assayed
for Ig production.

PRIOR AND CURRENT PROGRESS
Ten subjects have been enrolled in this study. The study has attempted to

define optimum conditions for the assays, as well as -“equate internal
controls. Lack of technical support and increased clinical responsibities have
resulted in limited progress. Dr. Miguel Martinez, a Diagnostic Laboratory
Immunology fellow, will continue with the project.

CONCLUSIONS
Cells derived from HBM (colostrum) continue to release IgA over 7 days of

culture even in the absence of .any non-specific stimulation. Although IgA
levels increase significantly in the first 24 hours, the HBM cells continue to
secrete variable amounts of IgA over 7 days, even in serum free media. The
role of lymphokines remains to be elucidated in this system.
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REPORT DATE: 08/30/93 WORK UNIT = 3339

DETAIL SUMMARY SHEET

TITLE: Comparison of House Dust Mite Educational Programs on Selected Outcome
Variables

KEYWORDS: house dust mites, D.farinae, D.pteronvyssinus

PRINCIPAL INVESTIGATOR: Squire. Edward LTC MC
ASSOCIATES: Huss, Karen DNSc; Salata, Kalman PhD

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Jul 1988

FUNDING: Current FY: §$ 0 Previous FYs: § 4,047 Total: § 4,047

STUDY OBJECTIVE
To determine if a computerized education program about avoidance measures for

house dust mite antigen leads to reduced exposure in patients with asthma.
Also, under an addendum, to determine whether benzyl benzoate. when applied to
carpeting in those homes in which there remained a substantial -esidual mite
allergen burden. will actually kill mites and therebv lower the mite allergen
content of these same carpets.

TECHNICAL APPROACH
This is a randomized trial. Fifty-two patients were followed with symptom
diaries and home visits to determine to what extent environmental measures were
taken {n response to physician’'s recommendation. Dust was collected from each
home and assayed for relevant dust aite allergens, both before and after
instruction. Under an addendum, benzyl benzoate, a putative mite-killing
agent, and baking soda, the control agent. will be randomly applied to home
carpeting of 12 mite-allergic asthmatics. Six asthmatics will 4pply benzyl
benzoate; six wi'’ apply baking soda. All will fr'low manufaccurer’s
instructions.

PRIOR AND CURRENT PROGRESS

Though not part of the research protocol, previous findings have contributed to
improved instruction of mite-allergic patients at WRAMC. Recommendations have
been incorporated into existing printed materials. Such information is
available for physician use when avoidance measures are being discussed with
dust mite sensitive patients. Patient accrual » ‘ed the previous vear.

CONCLUSIONS

Computer-assisted patient education improved patient compliance and outcome.
However, even with this improvement, physicians must not presume that
mite-allergic aschmatics will implement avoidance measures without follow-up.
One of these measures, the putative acaracide benzoate, when used as Jirected
by the manufacturer is ineffective; a longer period of application to
mite-infested carpets may be crucial to effectiveness.
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REPORT DATE: 08/16/93 : WORK UNIT # 3340
DETAIL SUMMARY SHEET

TITLE: Analysis of Carbohydrate Epitopes on Food Allergen Proteins: A Pilot
Study

KEYWORDS: carbohydrate, epitopes, aliergens

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Birx, Deborah MAJ MC; Engler, Renata LTC MC

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Aug 1v88

FUNDING: Current FY: § 0 Previous FYs: § 7,478 Total: § 7,478
STUDY OBJECTIVE

To identify and characterize carbohydrate epitopes on food allergens which
rerct with specific IgE of patients with food zllergy.

TECIUNICAL APPROACH

Fluorescent enzyme linked immunosorbent assays (FELISA), sodium dodecvlsulfate
polyacrylamide gel electrophoresis (SDS-PAGE), isoelectric focusing (IEF), and
{mmunoblotting are used to examine the role of carbohydrate epitopes in food
allergy. Glycosidases, lectins, and purified saccharides are used to identify
carbohydrate epitopes recognized by specific IgE from patients with food
allergy.

PRIOR AND CURRENT PROGRESS

Nine subjects have been enrolled altogether; none this year. Serum IgE to
foods was detected in only one subject who was extremely sensitive to foods.
It has not been possible to detect IgE in sera from the other food allergic
subiects. The assays used were not sensitive enough to detect f~~d specific
IgE in sera .rom these subjects. There have been no adverse reactions, and no
one has withdrawn from the study. This study is concluded.

CONCLUS IONS

Food specific IgE assays detected antibody in only one food allergic subject
vho had an exquisite sensitivity to certain foods. Assays with greater
sensitivity are needed for these types of studies.




REPORT DATE: 10/16,92 WCRK UNIT # 3343
DETAIL SUMMARY SHEET

TITLE: Standardized Vs. Nonstandardized Allergen Products Containing Dust Mite
Antigens

KEYWORDS: dust mite, potency, allergens

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Berger, Teresa BSc(MT); Hershey, Joyce BA

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Oct 1988

FUNDING: Current FY: $ 0 Previous FYs: § 737 Total: § 737
STUDY OBJECTIVE

To compare standardized and nonstandardized house dust mite allergen extracts
for potency and allergen content.

TECHNICAL APPROACH

Fluorescent enzyme linked immunosorbent assay (FELISA) inhibition tests, sodium
dodecylsulfate polyacrylamide gel electrophoresis (SDS-PAGE), isoelectric
focusing (IEF), immunoblotting, and titrated skin prick testing are used to
compare commercial allergen extracts prepared from Dermatophagoides farinae and
Dermatophagoides pteronyssinus for potency and allergen content.

PRIOR AND CURRENT PROGRESS

Methods have been developed to analyze house dust mite allergens using
SDS-PAGE, 1EF, {mmunoblotting, FELISA, FELISA inhibition, and titrated house
skin prick testing. A total of 14 subjects have been enrolled (5 mite allergic
subjects and 9 normal subjects), with no new subjects since the last APR.

There were no adverse reactions, no patients withdrew, and there were no
benefits to the patients. None of the serum samples collected, so far, contain
measurable IgE against mite proteins. To {fmprove sensitivity, new monoclonal
antibody reagents are being prepared. All of the products appeared, in initial
studies, to have the same potency in skin tests. Immunoblots performed
recently have shown quantitative and qualitative differences between extracts.

CONCLUSIONS

FDA standardization of mire extracts is based on skin test reactivity, yet the
purpose of the extracts is primarily therapy, so differences in allergen
content both qualitative and quantitative are important to the ultimate
response of the patient. Results indicate that differences exist between
extracts from different companies. Despite differences in protein content,
potency, and spectrum of extract proteins and IgE reactive allergens, skin test
activity is similar.




REPORT DATE: 01,/21/93 WCRK UNIT = 3344
DETAIL SUMMARY SHEET

TITLE: The Effect of UVB (Ultraviolet-B) Light on Immediate, Late and Delayed
Hypersensitivity

KEYWORDS: ultraviolet light, skin test, allergy
PRINCIPAL INVESTIGATOR: Carpenter, Gary COL MC

SERVICE: Allergy-Immunology Service STATUS: Terminated
APPROVAL DATE: Dec 1988

FUNDING: Current FY: § 0 Previous FYs: § 5 Total: § 5

STUDY OBJECTIVE

To assess the effects of ultraviolet light on immediate, late, and delayed
allergen skin tests. Ultraviolet-B (UVB) has been investigated as therapy of
atopic dermatitis and solar urticaria and cutar cus mastocytosis. This study
may help elucidate the mechanisms in which UVB is helpful in these conditions.

TECHNICAL APPROACH

Minimal erythema dose will first be determined. The patient will then receive
1 and 2 MED and O MED applied to different randomized areas of the back. The
patient is then skin tested at 15 minutes, 24 hours, or 72 hours, and the skin
tests are read.

PRIOR AND CURRENT PROGRESS
This research protocol has been administratively terminated.

CONCLUS IONS
This research protocol has been administratively terminated.




REPORT DATE: 08,/02/93 WORK UNIT # 3345
DETAIL SUMMARY SHEET

TITLE: Cross Allergenicity of Pollen Allergens from American Linden and
Europen Linden

KEYWORDS: linden, pollen, cross reactivity

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Jun 1989

FUNDING: Current FY: § 0 Previous FYs: § 330 Total: § 330
STUDY OBJECTIVE

To compare the cross allogenicity of pollen from American linden and European
linden trees.

TECHNICAL APPROACH

Fluorescent enzyme linked immunosorbent inhibition assays (FELISA), sodium
dodecylsulfate polyacrylamide gel electrophoresis (SDS-PAGE), isoelectric
focusing (IEF), and immunoblotting are used to compare cross allergenicity
between American linden and European linden pollen.

PRIOR AND CURRENT PROGRESS

Methods have been developed to measure linden pollen protein in immunoassay
techniques and in polyacrylamide gels. Little or no IgE directed against
linden protein has been uncovered. Four subjects have been enrolled; no
subjects have been enrolled during this reporting period. No subject has
withdrawn, and there have been no serious or unexpected adverse reactions.

CONCLUSIONS

Several methods have been devised to analyze linden proteins. Little
Physiochemical difference was found between pollen prateins from the two
species. There are substantial differences between tne proteins in commercial
extracts and whole pollen. Little anti-linden IgE was found in allergic'’s
serum. A new detector may improve the sensitivity of the fluorescence assay.
It is also possible that the anti-linden IgE is mostly sequestered on mast
cells.




REPORT DATE: 06/16/93 WORK UNIT = 3346
DETAIL SUMMARY SHEET

TITLE: Comparison of Three Methods of Assessing Induction of Mitogen and
Allergen Specific Lymphocyte Proliferation

KEYWCRDS: lymphocyte, proliferation, fluorescence

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jun 1989

FUNDING: Current FY: § 20 Previous F¥s: § 1,630 Total: $ 1,650
STUDY OBJECTIVE

To compare three methods of measuring lymphocyte proliferation induced by dust
nite allergens and lymphocyte mitogens.

TECHNICAL APPROACH

Cell counting with a Coulter counter, fluorescein release and 3H-thymidine
incorporation are used to measure lymphocyte proliferation in response to
allergens and mitogens. The methods are compared for sensitivity; 3H-thymidine
acts as the gold standard.

PRIOR_AND CURRENT PROGRESS

A method was developed to quantitate cells in culture which is based on
fluorescein diacetate. This assay can be performed directly on cell cultures
and requires no cell washing. The color of the plate used in the assay is
important; white plates perform about 32 times better than black or clear
plastic plates. Two subjects have been enrolled; one this reportivg period.
N~ one has withdrawn, and there have been no serious or unexpected adverse
reactions.

CONCLUS IONS

In preliminary studies, 3H-thymidine is probably the best method for measuring
lymphocyte proliferation. An assay based vn cell size appears usable, and it
requires little post culture manipulation. A simple fluorescent assay for
quantitating cultured cells was established. A way of greatly increasing the
sensitivity of 96 well plate assays was shown.




REPORT DATE: 08/16/93 WORK UNIT = 3347
DETAIL SUMMARY SHEET

TITLE: A Simple Prick Puncture End Point Titration Procedure to Evaluate the
Safety of Switching from Nonstandardized to Standardized Allergen
Extracts for Use in Immunotherapy

KEYWORDS: skin test, allergens, immunotherapy

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Aug 1989

FUNDING: Current FY: § 20 Previous FY¥Ys: § 40 Total: § 60

STUDY OBJECTIVE

To evaluate safety and validity of a simplified skin prick puncture end-point
procedure for switching between non-standardized and standardized mite
extracts.

‘“TECHNICAL APPROACH
Titrated end-point skin prick puncture tests with mite extracts will be
employed.

PRIOR AND CURRENT PROGRESS

A total of 11 subjects have been enrolled in this study; 5 this past year.
There have been no serious or unexpected adversc reactions, and no one has
withdrawn from the study. The data has been submitted to the collaborating
investigator, Dr. Seltzer, for analysis. The study has been concluded.

CCNCLUSIONS

Skin prick _uncture end point titration reliably measured the potency of
allergen extracts of known strengths. The test is simpler and more practical
in a clinic or office setting than the intradermal skin testing method for
comparing potencies of allergen extracts. This test should prove useful as new
standardized extracts are brought on the market.

10




REPORT DATE: 11/23/92 * WORK UNIT = 3348
DETAIL SUMMARY SHEET

TITLE: Immunotherapy Reactions

KEYWORDS: allergy immunotherapy, venom immunotherapy, adverse reactions

PRINCIPAL INVESTIGATOR: Engler, Renata COL MC
ASSOCTIATES: McCormack, Emma CI'T MC; Smith, Laurie MD

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Nov 1989

FUNDING: Current FY: § 0 Previous F¥s: $ 0] Total: § 0

STUDY OBJECTIVE

To maintain a data base of the results of an ongoing chart audit of all
patients receiving immunotherapy (IT) at Walter Reed Army Medical Center since
1986; and to establish the incidence of differ=nt tvpes of adverse reactions in
relation to the following parameters: number of injections received of
increasing or maintenance IT, specific extract contents, nature of all
reactions, and underlying patient factors (e.g., beta blockers).

TECHNICAL APPROACH

A weekly chart review will be conducted of all patients having received IT at
WRAMC Allergy Clinic. Reactions are categorized into three levels of local
reactions, as well as cutaneous/systemic anaphylaxis. Data is entered into a
computer data base for analysis.

PRIOR AND CURRENT PROGRESS

Chart review and data tabulation for 1989-present is ongoing. Due to
variations in charting techniques of data collectors, repeating medical chart
reviews bege- in Angust 1992. This has showed progress, but completion of the
study is anticipated by the next annual report. Altogether, 404 medical charts
have been reviewed (131 during this past year).

CONCLUSIONS

Increasing IT had significantly more systemic reactions than maintenance IT for
both inhalant allergens and venom. Specific aerocallergen (AA) IT reactions
were not correlated to extract type/content. Venom IT had a significantly
lower rate of reaction for all three categories of local reactions (compared to
Aa IT, p</=0.001) but was not statistically different for systemic reactions.

11




REPORT DATE: 12/16/92 WORK UNIT = 3349
DETAIL SUMMARY SHEET

TITLE: Mitogen-Inducible T Suppressor Cell Assay by Flow Cytometry

REYWORDS: activation, flow cytometry, suppressor

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA, Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Dec 1989

FUNDING: Current FY: §$ 0 Previous FY¥s: $ 2,763 Total: § 2,763

STUDY OBJECTIVE

To measure T cell suppression using a lymphocyte activation marker. To measure
the suppression of mitogen stimulated lymphocytes of concanavalin A induced
lymphocyte -roliferation by two color flow cy*~metry.

TECHNICAL APPROACH

Suppression will be measured by culturing activated suppressor lymphocytes
(effectors) with target lymphocytes and then measuring a parameter of
activation of the targets. Lymphocyte activation will be assessed by measuring
CD69 expression on the lymphocyte membrane using a monoclonal antibody. Target
cells will be stained with a fluorescent vita stain, DIO, to identify them.
CD69 expression will be used to assess suppression of lymphocyte activation
caused by mitogen induced suppressor cells. Flow cytometry will be used to
make these measurements.

PRIOR AND CURRENT PROGRESS

A two-color flow cytometric method was developed to measure mitogen induced
suppressor cell function. DIO is a useful reagent for uc- in assays which
involve mixes of more than one group of cells which must be monitored
individually. CD69 in lymphocyte expression begins to appear within hours of
stimulation, peaks at 18 hours, and remains elevated. Suppressor cell function
was measured in a number of normal subjects. Seventeen subjects have been
enrolled since this study began; there have been no adverse reactions. No new
subjects have been enrclled since the last progress report. A paper is being
prepared on thHis work, and after some additional details are addressed this
study will be concluded.

CONCLUSIONS

This assay greatly improves and expands activated suppressor cell function
compared to older methods. Harsh treatments of effectors and radioactive
materials are avoided. The cells are allowed to function in a more natural
way. This method will allow other parameters of the lymphocytes to be measured
simultaneously.

12




REPORT DATE: 01,/15/93 WORK UNIT = 3350
DETAIL SUMMARY SHEET

TITLE: Flow Cytometric Analysis of Natural Killer Cell Activity and
Antibody-Dependent Cell-Mediated Cytotoxicity

KEYWORDS: flow cytometry, natural killer cells, cytotoxicity

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jan 1990

FUNDING: Current FY: § 0 Previous FYs: § 48 Total: § 48

STUDY OBJECTIVE

To measure in vitro natural killer (NK) cell activity and antibody-dependent
cell cvtotoxicity (ADCC) against cultured tumor cell lines using a two-color
flow cytometric assay.

TECHNICAL APPROACH

The assay uses peripheral blood mononuclear cells from normal subjects as
effector cells and tumor cells as target cells. Target cells are stained with
a fluorescent dye, 3,3’-dioctadecyloxacarbocyanine perchlorate, to distinguish
them from effector cells. Killed cells are identified using propidium iodide
which stains dead cells, ADCC is measured using antibody coated cells; NK
activity is measured using uncoated cells. Measurements are performed with a
flow cytometer; forward light scatter, side scatter, and two colors of
fluorescent light are measured.

PRIOR AND CURRENT PROGRESS

A natural killer assay has been devised with a 30 minutes incubation of the
effector and target cells. This half-hour incubation time was all that was
required to measure dead target cells and residual intact target cells, and has
worked out well. The ADCC assay is being addressed, and a shorter incubation
time will probably solve the problem of complete destruction of cells seen with
a 4 hour incubation time. Also, it appears that simple vortexing of the cell
pellets and chilling the incubations acts to stop the killing action, thus
serving as a simple way to stop the assays. There have been no new subjects
enrolled since the last progress report, for a total of seven subjects. There
have been no serious and/or adverse reactions, and no one has withdrawn from
the study.

CONCLUSIONS

A killer cell assay has been developed which is faster than the traditional
51Cr method. This method avoids radioactive materials and allows the quality
of the cells to be assessed. Progress on the ADCC method has been made. It
-appears that cells can be frozen and retain their killing activity. Use of the
flow cytometer gives much more information than older methods of measuring
killer activity.

13




REPCRT DATE 01 l. o3 SCRE UNIT & 2200
DETAIL SUMMARY SHEET

TITLE: In Vi{tro House Dust Mite Allergy Assavs Comparison of a Monoclonal
Antibody/Allergen Capture Method with a Fluorescent Allergosorbant Tes:

KEYWORDS: allergy., IgE., monoclonal

PRINCIPAL INVESTIGATOR: Salata. Kalman PhD
ASSOCIATES: Hershey, Joyce BA. Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jan 1990

FUNDING: Current FY: § 0 Previous FYs: § 331 Total: § 331

STUDY OBJECTIVE

To compare two in vitro methods of detecting house dust mite allergy in normal
and proven allergic subjects; and to measure IgE directed against D. farinae F1l
and D. pteronyssinus Pl proteins by monoclonal antibody/allergen capture and
mite specific T_Z by a FAST method.

TECHNICAL APPROACH

The FAST assay uses antigen coated plates in a fluorescent enzyme-linked
immunosorbent assay. The capture assay employs monoclonal antibodies directed
against allergen proteins. These monoclonal antibodies are used to capture
allergens from a complex extract. Serum from volunteers is exposed to these
immobilized allergens to detect the presence of anti-house dust mite IgE.

PRIOR AND CURRENT PROGRESS

Methods have been developed to analyze IgE directed against house dust mite
allergens Fl and Pl using a fluorescent enzyme-linked immunosorbent assay and a
mnonoclonal antibody capture method. None of the serum samples collected so far
contained measurable IgE against mite protein:. To improve sensitivity, new
monoclonal antibody reagents are being prepared at present. A new, more
sentitive microtiter plate fluorimeter is being procured to improve the
sensitivity of the tests. In addition, methods to overcome the effect of
interfering mite specific IgG are being established. Two subjects were
enrolled in the last reporting period, for a total of 21 subjects. There were
no adverse reactions. No patients withdrew, and there was no benefit to them.

CONCLUSIONS

Two in vitro methods were used to measure IgE specific to mite allergens. 1In
initial studies, none of the mite sensitive patients had measurable serum
anti-mite IgE. Whether this is due to the sensitivity of the test or because
the IgE is sequestered on mast cells is unclear. New reagents and experimental
strategies are being established to improve the sensitivity of these tests.

14




REPSRT DATE L v ¢ - re N T a
SETATL wIMMAREY s b T

TITLE Use of Steroid Sparirg Agents ABong As5°7ma’ . s _o.ry fo01.. on

Corticosteroids A Pilot Studv
KEYWORDS: asthma. methotrexale

PRINCIPAL INVESTIGATOR Squire. Edward LTC MC
ASSOCIATES: lLombardo. Fredric MA. M5

SERVICE: Allergy-lmmunologv Service STATUS ngoing
APPRUVAL DATE. Jan 1960

FUNDING: Current FY: § 0 Previous FYs § 2.157 Total: § 2,357
STUDY OBJECTIVE

To establish a consensus as to a rational treatment approach for severe,
steroid-dependent asthma at Walter Reed Armv Mcdical Center.

TECHNICAL APPROACH

The definition of success/failure of asthma control will be based upon seven
indicators: symptoms; mini-peak flows; PRN use of bronchodilators; lung
function; asthma admissions; quality of life; and willingness of
physician/patient to continue treatment. This definition will be used to
prospectively judge the outcome of 42 open-treatment trials among 19
steroid-dependent asthmatics, all of whom are doing poorly with conventional
management. The three treatment regimens will be: 3 months of weekly
methotrexate (MTX), 10-30 mg IM or PO; qid maintenance TAO, 250 mg/4 mg PO; and
up to 6 months of daily Gold 3 mg PO bid.

PRIOR AND CURRENT PROGRESS

Rx: # Tri='s Successes Failures %
MTX 45 20 25 44
TAO 12 4 8 33
Gold 4 1 3 25

MTX continues to be successful nearly one-half the time. When it is
successful, it can be withdrawn too soon, placing the patient at increased risk
for recurrence of severe asthma. When it fails it may bz continued too long,
placing the patient at risk for side effects without likelihood of benefit.

CONCLUSIONS

Used sucessfully, benefit with methotrexate is evident within 3 months. How
beneficial a new steroid sparing regime may be should also be asked, as better
treatment for severe asthma continues to be sorely needed.
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REP RT DATE SRR wCRK UNIT = 33513
DETAIL SUMMARY SHEET

TITLE. Contrasuppressor Cells in Allecrgy lmmunotherapy

KEYWORDS: flow cvtometry. contrasuppressor, immunotherapy

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershev, Jovce BA:. Berger, Teresa BSc(MT)

SERVICE: Allergy-lmmunology Service STATUS: Ongoins
APPROVAL DATE: Mar 1¢

FUNDING: Current FY: § 0 Previous FYs: $ 530 Total: § Ssu

STUDY OBJECTIVE

To measure contrasuppressor T cells in individuals with muitiple allergies who
are on high and low dose immunotherapy with allergen extracts. Measurements
will also be performed on ceils from normal and untreated allergic subjects.

TECHNICAL APPROACH
Flow cytometry will be used to measure fluorescently labeled V. villosa lectin

to lymphocytes.

PRIOR AND CURRENT PROGRESS

In preliminary studies using cells on hand, lectin bound to all lymphocytes. A
new two-step immunostaining method using a FACScan flow cytometer is being
considered to improve resolution. A different flow cytometer and a different
technique will be used this FY in an attempt to visualize two cell populations.
No subjects have been enrolled in this reporting period, and none have been
enrolled in the study. No adverse reactions have occurred; no subjects have
withdrawn.

CONCLUSIONS

Reports in the literature describe a small population of lymphocytes,
contrasuppressors, which bind V. villosa lectin. In preliminary studies it was
found that FITC-labeled lectin bound to all lymphocytes. Whether this binding
is simply high background is unclear at present.
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REPORT DATE: 04/15/93 WORK UNIT = 3354
DETAIL SUMMARY SHEET

TITLE: Two Way Mixed Lymphocvte Culture: Analvsis by Two Color Flow C.tometr

KEYWORDS: MLC, flow cytometry, DIO

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunclogy Service STATUS: Ongoing
APPROVAL DATE: Apr 1990

FUNDING: Current FY: § 0 Previous FYs: § 4,403 Total: § 4,403

STUDY OBJECTIVE
To devise a two-color, simultaneous, two-way mix lymphocyte culture assay.

TECHNICAL APPROACH

Flow cytometry will be used to measure lymphocyte activation in two-way mixed
lymphocyte cultures. Cell surface expression of CD69 will be used as a measure
of lymphocyte activation. A fluorescent vital stain, 3,3'-dioctadecyloxacarbo-
cyanine perchlorate, will be used to differentiace the cell populations.

PRIOR AND CURRENT PROGRESS

A flow cytometric MLC assay has been devised. Little expression of CD59 or
transferrin receptor has been seen in response to allogeneic stimulation. A
lot of cell death takes place during the assay. In addition, little reaction
was seen using a thymidine incorporation assay. To address these ,roblems,
this assay will be run in parallel with another iun.estigator who has a
traditional assay set up. Changes in serum made no difference to the assay. A
total of 19 subjects have been enrolled (2 in the last reporting period).

There have been no serious or unexpected adverse reactions, and no subjects
have withdrawn.

CONCLUSIONS

An assay of the mixed lymphocyte reaction based on flow cytometry and a
fluorescent vital stain has been devised. Unlike other methods, both cell
populations may be analyzed simultaneously, avoiding the harshness of current
methods. The cells are allowed to functiusn in o more natural fashion, and
additional analyses are possible. Techrical problems still exist, but these
should be resolvable. Final conclusicas await completion by the end of the
next reporting period.
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REPORT DaTE: 05/18,/93 WORK UNIT = 1355
DETAIL SUMMARY SHEET

TITLE: Effect of Methotrexate on Expression of Intercelluiar Adhesion Molecule
I in Interleukin-1 Stimulated Cultured Human Cells

KEYWORDS : methotrexate, interleukin-1, ICAM-1

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershev, Jovce BA,; Berger, Teresa BSc(MT

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: May 1950

FUNDING: Current FY: § 0 Previous FYs: § 655 Total: $ 655
STUDY OBJECTIVE

To measure the effect of methotrexate on interleukin-1 (IL-1) induced ICAM-1
expression in cultured human fibroblasts and adenocarcinoma cells.

TECHNICAL APPROACH
Expression of ICAM-1 will be measured using monoclonal antibodies, flow
cytometry, and enzyme-linked immunosorbent assay.

PRIOR AND CURRENT PROGRESS

Cultured cells were incubated with IL-1 to stimulate ICAM-1 expression. 1In
general, the cells responded well. ICAM-1 was readily detectable with
monoclonal antibodies and flow cytometry. Concurrent incubaticn of cells with
methotrexate did not affect IL-1 induced ICAM-1 expression. Antibodies against
the adhesion marker VCAM have been tried and little binding was notea. This
may be due to technical problems with the two-step staining process.
Endotoxin, a potent stimulator of ICAM-1 expression, is a ubiquitous
contaminant of chemical preparations. A preparation of methotrexate for

pa- —teral administration which is endotoxin free will be tested. This study
does not use any human subjects.

CONCLUSIONS

ICAM-1 expression on human lung epithelioid cells in culture is being measured
by flow cytometry. Methotrexate does not appear to inhibit ICAM-1 expression
in these cells. It is possible that endotoxin contamination may be confounding
these measurments. The anti-inflammatory actions of methotrexate may not be
mediated by inhibition of IL-1 induced ICAM-1 expression.
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REPORT DATE: 09,1593 SORE OUNTT 3

(v
)
wn

13

DETAIL SUMMARY SHEET

TITLE: Serum and Secretory Immune Status of Patients with Chronic Sinusitis
and Normals

KEYWORDS: sinusitis, immunodeficiency, mucosal immunity

PRINCIPAL INVESTIGATOR: McCormack, Emma MAJ MC
ASSOCIATES: Engler, Renata LTC(P) MC

SERVICE: Allergy-lmmunology Service STATUS: Ongoing
APPROVAL DATE: Sep 1990

FUNDING: Current FY: § 526 Previous FYs: § 13,444 Total: § 13,970
STUDY OBJECTIVE

To evaluate the humoral, cellular, and mucosal immune responses of patients
with chronic sinusitis in comparison with normal controls.

TECHNICAL APPROACH

Functional humoral immunity will be assessed by measuring total and
antigen-specific antibody levels. Pre/post immunization with
tetanus/diphtheria/H influenza type b and Pneumovax will be given. Cellular
immune function will be evaluated using delayed hypersensitivity skin testing,
lymphocyte phenotyping and in vitro lymphocyte functional assays; mucosal
immune function will be measured by collection of nasal secretions in response
to methacholine and histamine; and IgG, IgA, secretory IgA, lactoferrin,
lysozyme and albumin measurements will be analyzed.

PRIOR AND CURRENT PROGRESS

To date, 41 subjects have been entered into this study; 8 new patients have
been entered this past year. There have been no seri~s or unexpected adverse
reactions. Data from previous assays have been entered into the computer data
base. IL-2 and IL-4 levels in nasal secretions and saliva from a
representative group of patients were measured by ELISA. The interleukins will
be assayed in the remaining patient samples.

CONCLUSIONS
Study is ongoing; no conclusions have been reached at this time.
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REPORT DATE: 09-15.9} ’ WSORFOUNTT = 2153
DETAIL SUMMARY SHEET
TITLE: Plasma Level of Mast Cell Tryptase in Patients Undergoing
Immunodiagnostic or Immunotherapy Procedures who Experience Adverse
Reactions

KEYWORDS : crjptase, anaphylaxis, mast cell

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Sep 1990

FUNDING: JCurrent FY: § 320 Previous FYs: § 6.362 Total: § 6,682

STUDY OBJECTIVE

To measure tryptase levels in blood samples fror patients in the
Allergy/Immunology Clinic who experience local or systemic reactions in
response to diagnostic or immunotherapy procedures.

TECHNICAL APPROACH

Immunoassays will be used to measure mast cell tryptasz levels in blood samples
from subjects who have experienced a reaction, as well as from subjects who
have not had a reaction. Samples are drawn at the time of the reaction and a
period of days later. The second sample acts as a baseline sample. Control
subjects will have the blood samples drawn in a similar manner with a similar
time period between samples.

PRIOR AND CURRENT PROGRESS

The immunoassay works well. To date, all but two samples have been negative
for tryptase There have been no false positives. The assay is a very simple
rad{oimmunoassay which works well with controls and standards One subject has
been enrolled this year, for a tota: of 52. Subjects with a wide variety of
reactions as well as control subjects have been enrolled. There have been no
adverse reactions, and no subject has withdrawn from the study. The testing of
samples was completed this past year. No more subjects will be enrolled. A
paper describing the results is in preparation, and the study will be closed
when it is completed.

CONCLUSIONS

A mast cell tryptase radioimmunoassay has been established in the laboratory.

It appears that only vigorous anaphylactic reactions produce measurable levels
of tryptase in the blood. This test does not appear to be of much utility in

diagnosing the milder systemic allergic reactions.
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REPORT DATE: 11,1692 WORK UNIT = 23:9
DETAIL SUMMARY SHEET

TITLE: Leukotriene B4 Receptor Downregulation: Flow Cytometry Analysis

KEYWORDS: leukotriene B4, flow cytometry, down regulation

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa Berger BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Nov 1990

FUNDING: Current FY: § 20 Previous FYs: § 834 Total: § 854

STUDY OBJECTIVE

To measure leukotriene B4 (LTB4) binding and calcium ion (CA++) release after
an initial challenge with LTB4 in granulocytes from normal subjects using a
flow cytometric assay.

TECHNICAL aPPROACH

Two-color flow cytometry will be used with a fluorescein isothiocyanate (FITC)
labeled LTB4 to measure receptor down regulation in granulocytes. A calcium
indicator FLUO-3AM will be used to measure cytosolic calcium levels during
stioulation.

PRIOR AND CURRENT PROGRESS

LTB4-FITC binds to granulocytes. Brief preincubation with LTB4 results in
receptor down regulation. LTB4 also competitively inhibits LTB4-FITC birding.
A flow cytometric assay has been developed to measure LTB4-FITC binding to
granulocytes. A method to measure changes of cytosslic calcium using flow
cytometry has been established. No subjects have been enrolled during this
renorting period; two subjects were enrolled the first year of this study. No
subject l.us withdrawn or had an adverse reactior There were no benefits to
patients.

CONCLUSIONS

LTB4 receptor down regulation can be measured by flow cytometry using an FITC
labeled LTB4 conjugate. Brief incubation with LTB4 leads to down regulation of
the LTB4 receptor. Additional experiments will be performed to confirm these
results and the effects on mobilization of intracellular calcium. Final
conclusions await the completion of this study.
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REPORT DATE: 11.16,92 WORK UNIT = 3360
DETAIL SUMMARY SHEET

TITLE: 3,3’'-Dioctadecyloxacarbocyanine (Di0O) Induced Immunosuppression:
Inhibition of Mitogen, Antigen and Alloantigen Stimulated CDé69
Expression

KEYWORDS: carbocyanine (DIO), CD69, immunosuppression

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Nov 1990

FUNDING: Current FY: § 0 Previous FYs: § 6132 Total: $ 632

STUDY OBJECTIVE

To weasvre inhibition by 3,3'-dioctadecyloxacarbocyanine perchlorate (DIO) of
lymphocyte activation in lymphocytes stimulated with mitogens and antigens
using an antibody directed against a lymphocyte activation marker.

TECHNICAL APPROACH
Two-color flow cytometry will be used with activation marker analysis to
measure the immunosuppressive effect of 3,3'-dioctadecyloxacarbocyanine
perchlorate (DIO).

PRIOR AND CURRENT PROGRESS

DIO inhibits mitogen stimulated lymphocyte activation. The assay used is very
simple and rapid; an answer can be obtained in less than 24 hours. Complete
and irreversible inhibition of lymphocyte activation was achieved with brief
exposure to luM DIO. The dye does not appear to interfere with measurement of
constitutively expressed cell surface antigens. Two subjects have been
enrolled since the last report, for a total of 16 subjects. No subject has
withdrawn or had an adverse reaction. There were no benefits to patients.

CONCLUSIONS

DIO is a 1ipid soluble vital stain with little or no reported toxicities and is
a potent inhibitor of CD69 expression and lymphocyte activation. The mechanism
of action of this agent is now known and is the subject of further
investigation.

22




REPORT DATE: 12/08/92 WORK UNIT = 2361
DETAIL SUMMARY SHEET

TITLE: Pneumococcal Polysaccharide Vaccine: Adverse Reactions to Immunization

KEYWORDS : pneumococcal, polysaccharide, immunization

PRINCIPAL INVESTIGATOR: Polly, Shirley MAJ MC
ASSOCIATES: Engler, Renata LTC(P) MC; Davis, William MAJ MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Dec 1990

FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the incidence and prevalence of adverse reactions to primary
immunization versus booster immunization with the polyvalent pneumococcal
polysaccharide vaccine during the annual influeuza vaccination program.

TECHNICAL APPROACH

Charts from patients who have received immunizations in the
Allergy-Immunization Clinic of WRAMC were reviewed for types of vaccines
received. Patients are called within 6 weeks of vaccination and questioned
regarding side effects, including local and systemic reactions, treatment
received/required, and duration of symptoms. Data will be entered into a data
base for analysis by patient/vaccination characteristics.

PRIOR AND CURRENT PROGRESS

A total of 432 patients were enrolled in the study during the period Oct 90 -
Nov 90. N»n additional patients have been enrolled. Because of the
retrospective nature of the study, no patients have withdrawn, and no
unexpected adv~rse reactions have been encountered. Approximately 4000
patients received immunizations during the study period. Cur.ently,
immunization data on these patients is being verified for accuracy in order to
provide denominators for the analysis of the study patients.

CONCLUSIONS

A preliminary analysis of the data revealed no significant difference in
incidence of side effects due to primary versus booster immunization. Complete
analysis is pending completion of the data base, which requires verification of
the information on patients who received immunizations during the study period
but were not contacted as part of the study.
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REPORT DATE: 01,/13,93 WORK UNIT = 3362
DETAIL SUMMARY SHEET

TITLE: Immunologic Evaluation of Acute and Persistent Ectopic Gestation: A
Collaborative Project with Portsmouth Naval Hospital

KEYWORDS: immunologic, ectopic, gestation

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jan 1991

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To evaluate the immunologic systems of women with normal, acute ectopic, and
persistent ectopic gestations.

TECHNICAL APPROACH

Subjects will be enrolled at Portsmouth Naval Hospital. Biood samples will be
collected there and distributed to the laboratories conducting tests. WRAMC
will perform lymphocyte subset analysis using monoclonal antibodies and
two-color flow cytometry. HLA typing will be performed by a cytotoxicity assay
with microscopic examination.

PRIOR AND CURRENT PROGRESS

Lymphocyte subset analysis has been performed on 13 samples since the last
report for a total of 28. HLA typing has been performed on four samples since
the last reporting date, for a total of 11.

CONCLUSIONS

The study is in the data collection stage, and no conclusions have been drawm
yet. Samples are being analyzed by lymphoctye subset analysis and HLA typing,
and these methods are working well.

24




REPORT DATE: 04/15/93 WORK UNIT = 3363
DETAIL SUMMARY SHEET

TITLE: Stability of Cat and House Dust Mite Allergens in Allergy Immunotherapy
Preparations

KEYWORDS: allergens, stability, ELISA

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Apr 1991

FUNDING: Current FY: $§ 1,090 Previous FYs: § 64 Total: § 1,154
STUDY OBJECTIVE

To measure at intervals over a year, fel dl, Fl, and Pl, in mixtures of cat or
house dust mites with WRAMC grass, tree, weed, and mold groups of antigens.

TECHNICAL APPROACH

House dust mite or cat allergen extracts are combined with various mixtures of
commonly used allergen immunotherapy preparat.ons to test the effect these
preparations have on levels of specific allergen proteins. fel dl, Fl, and Pl.
The specific allergen proteins are measured with monoclonal antibody based
enzyme-linked immunosorbent assays (ELISA).

PRIOR AND CURRENT PROGRESS

Preliminary studies are finished, and the study is underway Two site capture
assays have been established and work well. There are no human subjects
involved in this study.

CONCLUS10NS
The study is ongoing; no conclusions on degr-dation of specific allergen by
proteolytic or physical processes can be drawn yet.
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REPORT DATE: 05/18/93 WORK UNIT = 33€4
DETAIL SUMMARY SHEET

TITLE: Effect of N-(Fluorenyl-9-methoxycarbonyl)-L-Leucine (FMOC-LEU) on
Neutrophil Activation

KEYWORDS: flow cytometry, neutrophil, FMOC-Leu

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: May 1991

FUNDING: Current FY: $ 1,386 Previous FYs: $ 3,509 Total: § 4,895

STUDY OBJECTIVE

To measure the effect of N-(Fluorenyl-9-methoxycarbonyl)-L-leucine (FMOC-Leu)
on CDllb expression in neutrophils activated with chemotactic agents by flow
cytometry.

TECHNICAL APPROACH

The assay will use whole blood and isolated granulocytes from normal subjects.
Neutrophils will be activated with chemotactic agents, with and without
FMOC-Leu. Measurements will be performed with a flow cytometer, forward light
scatter, side scatter, and fluorescent light. Changes in chemotactic-induced
CD1lb expression caused by FMOC-Leu will be determined.

PRIOR AND CURRENT PROGRESS

A total of 14 subjects have been enrolled (7 this last reporting period).
There have been no serious or unexpected adverse reactions, and no subjects
have withdrawn from the study. Whole blood and isolated granulocyte assays of
chemotactic agent-induced CD1llb expression have been established. FMOC-Leu
appears <o inhibit CD1llb expression induced by FMLP but does not inhibit the
size change induced by this stimulator. Some variability was seen between
assays. Isolated granulocytes were activated by the isolation procedure, while
it appeared that plasma proteins might interfere with the whole blood assay.
An alternative procedure using dextran sedimentation alone, in which the
granulocytes are kept at 4 degrees C, was employed. The problems of premature
neutrophil activation and plasma proteins were avoided.

CONCLUSIONS

Whole blood and isolated granuloctye assays of chemotactic agent-induced CD1l1lb
expression have been established. FMOC-Leu does inhibit expression on
granulocytes of the adhesion protein CDllb. The compound may exert its
anti-inflammatory effect in part by interfering with cellular adhesion.
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REPORT DATE: 09/09/93 WORK UNIT =# 3365
DETAIL SUMMARY SHEET

TITLE: Leucocyte Subset Analysis in Patients Treated with Intravenous
Immunoglobulin (IVIG)

KEYWORDS: IVIG, phenotypic changes, immunological changes

PRINCIPAL INVESTIGATOR: Davis, William CPT MC
ASSOCTATES: Huh, Michael LCDR MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jul 1991

FUNDING: Current FY: § 708 Previous FYs: § 11,276 Total: § 11,984
STUDY OBJECTIVE

To further define the mechanism of high dose intravenous immunoglobulin (IVIG)
in inflammatory and immunologic disorders.

TECHNICAL APPROACH

Sequentially measure lymphocyte phenotypes in patients treated with high dose
IVIG, observing changes, and correlating these phenctypic changes with clinical
response.

PRIOR AND CURRENT PROGRESS

The study has been completed, and no new subjects are being enrolled. Nine
patients have been studied altogether; four this past year. There have been no
serious or unexpected adverse reactions, and no patients have withdrawn from
the study. The study is being kept open to prepare a publication.

CONCLUSIONS

The data s being prepared for final publication. The major finding has been
that in some patients single dose IVIG is safe and poten*ially more effective
than divided doses. A reversible inversion of the CD4/CD8 ratio that
correlates with clinical response has been documented.
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REPORT DATE: 08/16/93 WORK UNIT = 3366
DETAIL SUMMARY SHEET

TITLE: Bird Antigen Detection in the Home and IgG and IgG Subclass Titers in
Healthy Bird Owners Versus Those With Hypersensitivity Pneumonitis

KEYWORDS: hypersensitivity, bird, immunoglobulin

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Aug 1991

FUNDING: Current FY: § 478 Previous Fis: § 4,027 Total: § 4,505

STUDY OBJECTIVE

To measure bird antigen levels in the homes of pet bird owners, and to
determine the persistence of bird antigen after the bird(s) is (are) removed
from the home.

TECHNICAL APPROACH

Enzyme linked immunosorbent inhibition assays are used to measure bird antigen
levels in samples of dust collected from several rooms in the home, including
the room where the bird was kept.

PRIOR AND CURRENT PROGRESS

Methods have been developed to measure bird antigen in immunoassay techniques.
Eleven subjects have been enrolled; one during this reporting period. Subjects
continue to be enrolled as they are identified. However, since this disease is
reasonably uncommon and strict enrollment crifteria are being used, it is taking
time to enroll the required number of subjects. No subjects have withdrawn,
and there have been no serious or unexpected adverse reactions.

CONCLUSIONS

Methods have been developed to quantitate bird antigern samples collected in
homes. Bird antigen persists for up to 18 months after removal of the bird(s).
This may partly explain the persistence of symptoms in patients with bird
fancier’s hypersensitivity pneumonitis despite aggressive medical therapy.
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REPORT DATE: 06,/09/93 WORK UNIT = 3367
DETAIL SUMMARY SHEET

TITLE: Naive Versus Memory T Lymphocytes in Patients Undergoing Aeroallergen
Immunotherapy

KEYWORDS: lymphoctyes, aeroallergen, immunotherapy

PRINCTPAL INVESTIGATOR: Carregal, Valerie CPT MC
ASSOUC ‘ATES: Davis, William MAJ MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jun 1992

FUNDING: Current FY: $11,501 Previous FYs: § 2,573 Total: §$ 14,074
STUDY OBJECTIVE

To measure memory and naive T cell subsets in patients undergoing aerocallergen
immunotherapy and compare with age and sex matched allergic controls.

TECHNICAL APPROACH
These subjects of T lumphocytes, as well as basic cell surface markers, will be
measured by flow cytometry before and at intervals during immunotherapy.

PRIOR AND CURRENT PROGRESS

As of June 1993, a total of 14 patients have been enrolied; 8 have completed
the protocol. Six patients are projected to complete the study within the next
9 months, and enrollment is now closed. There have been no serious or
unexpected adverse reactions from the blood draws. Patients on aeroallergen
immunotherapy have benefited from this therapy for allergies. No one has
withdrawn from the protocol.

CONCLUSIONS

To date, with completion of evaluation of eight subjects, there has been no
evidence of change in memory and naive lymphocyte subsets in aeroallergen
immunotherapy subjects as compared with allergic controls.
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REPORT DATE: 09/17/93 WORK UNIT = 3368
DETAIL SUMMARY SHEET

TITLE: ELISA Measurement of the Humoral Immune Response to a Primary Rabies
Vaccine Series

KEYWORDS: vaccination, immune response, immunodeficiencies
PRINCIPAL INVESTIGATOR: Engler, Renata COL MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Sep 1992

FUNDING: Current FY: $ 3,167 Previous FYs: $ 0 Total: $ 3,167

STUDY OBJECTIVE

To measure antibody production in patients immunized with the rabies vaccine.
A detailed measurement will be useful both as an indicator of rabies
protection, and as an aid in the evaluation of a pati~nt'’s ability to respond
to new antigens. This will be most useful when patients with possible
immunodeficiences are considered.

.

TECHNICAL APPROACH

A group of about 35 subjects will be recruited to this study, consisting of
patients undergoing a primary pre-exposure rabies vaccine series. Blood
samples will be obtained on three occasions: prior to immunization, 40 days
later (10 days after the completed series}, and 60 days later (30 days after
the completed series). A series of ELISA assays will be run to determine the
specific antibody responses (IgG, IgA, IgM, IgC', IgG2, IgG3, or IgG4) to the
two major antigenic epitopes of the rabies vaccine.

PRIOR AND CURRENT PROGRESS

A total of 29 subjects were enrolled in this study. Two blood samples have
been obtai..ad from 18 subjects and three samrles fiom 16. Refinements in an
IgG ELISA were made, utilizing non-virus infected extract as a negative
control, but further standardization of the assay is necessary and will require
another batch of CDC prepared antigen. 1IgG to the N protein of the rabies
virus was measured in all patient samples in the complete series. Assay
parameters for the IgG subclass assay, using rabies immune globulin as a test
sample, were determined. Preliminary IgA and IgM assays were run. There have
been no serious or unexpected adverse reactions.

CONCLUSIONS

Study is ongoing. Although the IgCG response to the rabies nucleoprotein (N
protein) after three doses is moderate, there is minimal loss of titer 30 days
following completion of the vaccination schedule.
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REPORT DATE: 10/15/92 WORK UNIT # 4804
DETAIL SUMMARY SHEET

TITLE: Antigen Typing Reticulocytes in Mixed Red Blood Cell Populations by
Flow Cytometry

KEYWORDS: flow cytometry, reticulocyte, red cell antigens
PRINCIPAL INVESTIGATOR: Salata, Kalman PhD

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Oct 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To develop a procedure to determine the red cell antigen phenotype of a
recently transfused patient using a sample containing both patient and donor
blood.

TECHNICAL APPROACH

The approach being developed is a dual staining technique followed by analysis
with a flow cytometer. The presence or absence of a particular red cell
antigen is detected using the fluorescent stain phycoerythrin (PE) in an
indirect antiglobulin procedure. Reticulocytes are stained with a second
fluorescent stain, thiazole orange (TO). If you assume that the reticulocytes
are from the patient, then the phenotype of the reticulocyte is the patient’s
phenotype.

PRIOR AND CURRENT PROGRESS

Antigen phenotyping and reticulocyte identification have been performed on 319
mixed red cell samples using a flow cytometric method developed in this
project. Antigen positive and negative cells in both -ture red cell and
reticulocyte populations could be readily differentiated. Excellent results
were obtained with antisera to RhO, K, Fya, Fyb, Jka, and c¢(hr’). The S
antigen proved to be a difficult problem, probably because it is only sparsely
expressed on red cells. Samples from 19 patients were tested, and in the vast
majority of cases the results agreed with the manual method which was the gold
standard. The few disagreements occurred when there were too few reticulocytes
or if the S antigen was involved. No false positives were recorded. After a
few more details are finished this protocol will be concluded, most likely
within the next 6 months.

CONCLUSIONS

A simple, two-color flow cytometric method to phenotype mature red cells and
reticulocytes was developed. This method correctly identifies the red cell
antigen phenotypes in transfused patients. The method was applied to samples
from patients who had received one unit of blood or who were massively
transfused or chronically transfused.
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REPORT DATE: 09/14/93 WORK UNIT = 4811
DETAIL SUMMARY SHEET

TITLE: Documentation of Irradiated Lymphocyte Inactivation Using the CDé69
Surface Marker and Flow Cytometry

KEYWORDS: flow cytometry, irradiator, CD69

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Billups, Lloyd MSc

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Sep 1991

FUNDING: Current FY: $ 1,894 Previous FYs: § 6,611 Total: § 8,505
STUDY OBJECTIVE

To measure mitogen inducible lymphoctye activation in irradiated whole blood
using lymphocyte cell surface activation markers and flow cytometry.

TECHNICAL APPROACH

The effects of gamma irradiation of whole blood on mitogen stimulated
lymphocyte activation in cultured whole blood or ficoll-hypaque gradient
purified lymphocytes will be measured. Immunostaining with fluorescently
labelled mouse monoclonal antibodies to lymphocyte cell surface activation
markers with two color cytometric analysis, as well as 3 H-thymidine
incorporation, will be used to measure lymphocyte activation.

PRIOR AND CURRENT PROGRESS

Whole blood culture proved to be a poor method. Mitogen activation of
lymphocytes was not vigorous enough. Freshly isolated lymphoctyes worked best
in both thymidine incorporation and flow cytometric methods. CD69 expression
worked well and gave results similar to the thymidine incorporation method
which served as the gold standard. Interestingly, measurement of cell death
worked as well as the other methods. Nineteen subjects have been enrolled in
the project; none this past year. No subject withdrew, and there were no
serious or unexpected adverse reactions.

CONCLUSIONS

Flow cytometric methods were developed to measure lymphocyte activation in post
irradiation whole blood samples using measures of cell death and lymphocyte
cell surface activation markers. These methods have the promise of being
useful in the quality control of irradiators used to inactivate lymphocytes in
units of blood to prevent post transfusion graft versus host disease.
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REPORT DATE: 09/14/93 WORK UNIT = 4812
DETAIL SUMMARY SHEET

TITLE: Quantitation of Red Cell Phenotypes in a Dual Population by Flow
Cytometry

KEYWORDS: flow cytometry, red cells, phenotype

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Billups, Lloyd MSc

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Sep 1991

FUNDING: Current FY: $§ 1,268 Previous FYs: $ 2,623 Total: § 3,891
STUDY OBJECTIVE

To develop methods to differentiate and quantitate red cells in a mixed cell
population.

TECHNICAL APPROACH

Immunostaining with standard blood bank serum, Rh immunoglobulin, and
fluorescently labeled anti-human IgG in conjunction with three parameter flow
cytometry will be used to develop these methods. The parameters used will be
forward light scatter (measures size), side light scatter (measures internal
cellular complexity), and green fluorescent light output (measures antibody
binding).

PRIOR AND CURRENT PROGRESS

Methods were developed to phenotype and quantitate red cells in a mixed cell
population. The problem of multicellular aggregates which limit other methods
was investigated, and the points where aggregates form were identified. The
drawbacks of other methods were overcome using F(ab) fragments nf anti-human
IgG. In snort, quantitative red cell phenotyping methods were developed using
standard blood bank typing and commercially available fluorescein labeled
anti-human IgG. Human subjects are not involved in this project.

CONCLUSIONS

Flow cytometric quantitative red cell phenotyping methods were developed using
standard blood bank typing and commercially available fluorescein labeled
anti-human IgG. This method used steadily available commercial reagents and
should provide a useful tool for blood bank serologists when they are faced
with mixed red cell populations.
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REPORT™ DATE: 11/16/92 WORK UNIT = 6276
DETAIL SUMMARY SHEET

TITLE: In Vivo Persistence of Reticulocyte and Antigen Phenotype in
Post-Transfusion Patients Analyzed by Flow Cytometry

KEYWORDS: reticulocyte, blood transfusion, flow cytometry

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Cooper, Louis CAPT MC; Billups, Lloyd MSc

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Nov 1990

FUNDING: Current FY: $ 1,080 Previous FY¥s: § 1,294 Total: § 2,374
STUDY OBJECTIVE

To determine the in vivo time course of homologous reticulocyte survival of
recently transfused patients.

TECHNICAL APPROACH

Peripheral blood specimens will be collected from patients immediately before
transfusion, immediately after completion of transfusion, and 3, 6, 12, 24, 48,
and 72 hours later. Donor and recipient blood samples will be phenotyped for
12 different red cell antigens. The reticulocyte members for both antigen
positive and antigen negative reticulocytes will be determined using a
two-color flow cytometer procedure developed in our laboratory. The absolute
reticulocyte numbers and relative proportions will be analyzed.

PRIOR AND CURRENT PROGRESS

Specimens have been collected and analyzed rrom 16 hematologically abnorual
patients, with 3 subjects enrolled this past year. All but one of the tubjects
were pediatric patients. In 50% of the patients, donor reticulocytes persisted
for 48 hours, and in two cases they were dete.cable at 72 hours. In two
patients with relatively low pretransfusion reticulocyte counts, donor
reticulocytes predominated soon after transfusion. No other patterns were
discernable, probably related to the diversity of the patient sample. There
have been no adverse reactions, and no subject has withdrawn from the study.

CONCLUSIONS

Donor reticulocytes may represent a significant portion of total reticulocytes
in post transfusion samples collected within 72 hours and, consequently, create
potential for misinterpretation of post-transfusion reticulocyte testing.

Final conclusions await the completion of the study.
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REPORT DATE: 09/14/93 WORK UNIT = 9272

DETAIL SUMMARY SHEET

TITLE: Relationship of Major Histocompatibility Complex Class II Genes to
Inhibitor Antibody Formation in Hemophilia A

KEYWORDS: inhibitor, hemophilia A, histocompatibility

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Fisher, Lyman MD PhD; Kapur, Janet BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Sep 1988

FUNDING: Current FY: § 0 Previous FYs: § 35,616 Total: § 35,616

STUDY OBJECTIVE

To identify a marker or trait which will prospectively identify the hemophilia
A subpopulation at risk for developing anti-“ictor VIII inhibitor antibodies,
and to substantiate a statistical association between the inhibitor phenotype
and the major histocompatibility complex (MHC) using HLA testing.

TECHNICAL APPROACH

The HLA phenotypes of both inhibitor and non-inhibitor hemophilia patients will
be determined by microlymphocytotoxicity. Restriction fragment length
polymorphism (RFLP) analysis will be performed on peripheral blood DNA digested
with a battery of restriction enzymes, Southern blotted, and probed with class
11 MHC alpha and beta gene probes.

PRIOR AND CURRENT PROGRESS

This study is completed. DNA was extracted on 16 samples, for a total of 133
samples. Complete HLA typing by microlymphocytotoxicity methods was performed
on 50 samples. Five new subjects were enrolled in the project by Dr. Fisher's
group at the Medical College of Virginia in Richmond, VA, where all subjects
are enrolled. A total of 50 subjects have been enrolled to date.

CONCLUSIONS
The study is completed. No correlation between anti-factor VIII inhibitor
phenotype and HLA type was seen.
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REPORT DATE: 06,/15/93 WORK UNIT = 9286
DETAIL SUMMARY SHEET

TITLE: Major Histocompatibility Complex DNA Typing of Hemophilia A Patients

KEYWORDS: Hemophilia A, HLA-DQ, inhibitor

PRINCIPAL INVESTIGATOR: Salata, Kalman, Ph.D., DAC
ASSOCTATES: Kapur, Janet BSc(MT); Billups, Lloyd MSc

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jun 1992

FUNDING: Current FY: § 6,534 Previous FYs: § 1,738 Total: § 8,272

STUDY OBJECTIVE

To establish a genetic marker that will identify the hemophilia A patients at
risk for developing anti-factor VIII inhibitor antibodies (inhibitors) using
recently developed typing techniques.

TECHNICAL APPROACH
Polymerase chain reaction (PCR), southern blotting, synthetic oligonucleotides,
and dot blotting are to be used to examine HLA-DQ polymorphism.

PRIOR AND CURRENT PROGRESS

Genomic DNA has been amplified and tested on gels. Amplified DNA has been put
on dot blots and tested with oligonucleotide probes, a consensus sequence, and
four specific probes. There are no human subjects in this protocol.

CONCLUSIONS
PCR methods for HLA typing are being establishec. Studies are still ongoing;
no conclusions can be drawn at this time.
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REPORT DATE: 05,/17/93 WORK UNIT = 1673
DETAIL SUMMARY SHEET
TITLE: Molecular Basis of the Maturation of Bone Marrow Granulocytes:
Isolation, Purification and Characterization of Granulocyte Maturation
Regulators from Normal Human Serum

KEYWORDS: granulocytes, maturation, regulator

PRINCIPAL INVESTIGATOR: Bednarek, Jana PhD
ASSOCIATES: Ward, Frank LTC MC

DEPARTMENT: Department of Clinical Investigation STATUS: Completed
APPROVAL DATE: May 1990

FUNDING: Current FY: § 0 Previous FYs: § 5,469 Total: $ 5,469

STUDY OBJECTIVE

To isolate, purify, and characterize the granulocyte maturation-inducing
activity detected in normal human serum in the previous pilot study (Work Unit
#1649-87) .

TECHNICAL APPROACH

Chromatographic and electrophoretic procedures will be used to isolate, purify,
and characterize the activity which is suspected to be a protein or peptide.

At every step of purification, assays for biological activity will be performed
in cultures of normal neutrophilic precursors from bone marrow. Attempts will
also be made to use leukemic cell lines. When sufficiently purified, the
molecule will be characterized by determination of molecular weizht and amino
acid composition. If it contains carbohydrates, the molecule's composition as
well as its importance for biological activity/activities will be determined.

PRIOR AND CURRENT PROGRESS

Fifteen subjects have donated bone marrow alt gether; none this past year. The
purification of maturation activity was carried out to a third step. Step 1
used DEAE fractogel displacement chromatography at 4 C in phosphate buffer pH
7.0. Step 2 used DEAE fractogel at pH 8.6 with Tween-20 to minimize losses in
activity (approximately 1% of protein remained; most albumin and transferrin
were removed). Activity was stable approximately 2 months at 4 C, but lost on
freezing. Step 3 involved separation by HPLC based on hydrophobicity, and step
4 used electrophoretic separation and transblot of the protein. Activity is
easily lost; to maintain it will require further experiments. Effects on CD-34
cells and leukemic cell lines were very promising and attracted attention of
Miles Labs. Experiments were stopped because the PI was reassigned and the
associates and collaborators retired or were given other assignments.

CONCLUSIONS
Purification proceeded of the activity involved in initiation or substantial
regulation of granulocyte maturation, so there is a partially purified material
showing three major bands and several minor bands (visible on overload of
electrophoresis). Biological assays with step 1 and 2 CD-34 cells show
reactions consistent with induction or recruitment by maturation factor.
Leukemic cell lines Red-3 and HL-60 can be stopped from dividing.
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REPORT DATE: 10,/04/93 WORK UNIT = 9271
DETAIL SUMMARY SHEET

TITLE: The Ventilatory Response to Carbon Dioxide in Compensated Hepatic
Cirrhosis

KEYWORDS: GABA, respiratory control, cirrhosis
PRINCIPAL INVESTIGATOR: Derderian, Sarkis LTC MC

DEPARTMENT: Department of Clinical Investigation STATUS: Completed
APPROVAL DATE: Sep 1987

FUNDING: Current FY: § 0 Previous FYs: § 13,141 Total: $ 13,141
STUDY OBJECTIVE

To examine the potential role for gamma-aminobutyric acid (GABA) in the
regulation of respiration.

TECHNICAL APPROACH

Noninvasive assessments of respiratory function and the pattern of breathing
during hypercapnic rebreathing will be performed in subjects with cirrhosis of
the liver and in normal controls.

PRIOR AND CURRENT PROGRESS

Eleven subjects have been studied to date; none this past year. An addendum
was submitted in FY89 to correlate the decrease in ventilation with increases
in serum GABA, but too few subjects have been enrolled since then to make any
meaningful conclusions. The early work demonstrated a reduced ventilatory
drive in patients with compensated cirrhotic liver disease. Recently,
increased interest has prompted the researchers to consider writing a new
protocol to answer additional questions related to breathing in patients with
chronic hepatic cirrhosis.

CONCLUSIONS
Respiratory disease and ventilation are reduced in patients with compensated
cirrhotic liver disease.
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REPORT DATE: 11,/02/92 WORK UNIT = 9275
DETAIL SUMMARY SHEET

TITLE: Quantitation and Characterization of EGF levels in Rat Milk

KEYWORDS: EGF, milk, rat

PRINCIPAL INVESTIGATOR: Schaudies, Paul MAJ MS

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Oct 1988

FUNDING: Current FY: § 0 Previous FYs: § 16,791 Total: § 16,791

STUDY OBJECTIVE

To examine the levels of epidermal growth factor (EGF) present in rat milk. To
identify immunoreactive species of EGF and determine relationship to standard
r-EGF. To characterize forms regarding their biological activities in vitro.
To determine the functional roles of the mu'tiple forms of biologically active
EGF present in normal rat milk.

TECHNICAL APPROACH

Radioimmunoassay of diluted whole rat milk. Generation of an affinity resin
against rat EGF. Affinicy extraction of immunoreactive material in milk.
Native polyacrylamide gel electrophoresis of affinity purified materials.
Extraction of activity from gels. Assay of activity for receptor binding and
induction of DNA synthesis.

PRIOR AND CURRENT PROGRESS

This study has determ ned that levels of EGF in the gastrointestinal tract of
suckling rats is provided from mother’s milk rzther than local synthesis.
Results have demonstrated hormonal control of EGF levels within the pancreas
and kidnev of the suckling rat. T3 causes an increase in renal EGF levels
whereas cortisone causes an increase in EGF in the pancre-s of suckling raés.

CONCLUSIONS
As above.

39




REPORT DATE: 04/14/93 WORK UNIT = 9284
DETAIL SUMMARY SHEET

TITLE: Comparison of the Hela Cell Monolayer Vs. the Toxi-titer System for
Their Respective Ability to Detect Clostridium Difficile Toxin B in
Stool Filtrate

KEY/WORDS: C. difficile, toxin B, assay

PRINCIPAL INVESTIGATOR: Dobek, Arthur PhD
ASSOCIATES: Rothman, Sara PhD; McEvoy, Peter MAJ MC

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Apr 1991

FUNDING: Current FY: $§ 3,892 Previous FYs: § 1,900 Total: $ 5,792

STUDY OBJECTIVE

To compare two diagnostic tests for reliability detecting Clostridium difficile
toxin B in patient stool filtrates; a commercial human foreskin fibroblast cell
assay (toxi-titer) and a cytotoxicity assay on Hela cell monolayers cultured at
WRAIR. The latter is a historical standard that can detect as little as 1 pg
of toxin B. Data will be compared with toxin A positive data detected by a
commercial microtiter assay kit using the same stools.

TECHNICAL APPROACH

Stools sent to the Clinical Microbiology Laboratory, WRAIR, for C. difficile
toxin assay are utilized. These stools were originally tested by the clinical
lab for toxin A by a commercial latex bead agglutination test; however, this
test has been discontinued because it does not detect toxin A. To compensate
for this missing information, the DCI laboratory now uses a commercial
microtiter plate assay for toxin A to test all frozen stool aliquots in batches
of 89 specime--. Those found positive, as well! as a negative series, will be
tested as a batch for toxin B by Hela cell and toxi-titer assays.

PRIOR AND CURRENT PROGRESS

A total of 639 stool specimens from 525 patients (216 this past year) have been
tested for toxin A, using the Toxititer ELISA microtiter plate system.
Approximately 10% (66) of these specimens were positive for toxin A. Of the 12
patients with multiple specimens who were positive for toxin A, only 3 had all
specimens which were positive. The remaining nine patients had only one
positive specimen each. A total of 57 patients with multiple specimens were
negative for toxin A. Fifty patients with only one specimen each were positive
for toxin A. When all patients with at least one pesitive specimen are
combined, there are 62 patients, or approximately 12% of the 525 patients
tested in the study. A total of 85 positive specimens are necessary for
statistical analysis. Thus, at a 10% positive rate, approximately 190 more
specimens are needed.

CONCLUSIONS

Data indicates that 75% of the positive specimens were derived from 50 patients
with only one specimen each in the study, and that of the 69 patients with
multiple specimens, only 17% of them were positive at least once. The multiple
specimen positive patients have almost double (17%) the positive rate compared
to the single specimen positive patient rate (9%).
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REPORT DATE: 01/13/93 WORK UNIT = 9285
DETAIL SUMMARY SHEET

TITLE: Honey: Antibacterial Activity Against Multiple Antibiotic Resistant
Clinical Isolates In Vitro

KEYWORDS: antibacterial agent, clinical isolate, honey

PRINCIPAL INVESTIGATOR: Dobek, Arthur Ph.D.
ASSOCIATES: Klayman, Daniel PhD

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Jan 1992

FUNDING: Current FY: § 335 Previous F¥s: § 1,394 Total: § 1,729

STUDY OBJECTIVE

To determine: (1) whether commercial honey and any of its specific components
can inhibit clinical isolates in vitro, especially those resistant to one or
several antibiotics; (2) the identity of the antibacterial agents in honey; and
(3) whether honey from different plant sources ..ave varying antibacterial
activity based upon the concentration or presence of the inhibitory agents.

TECHNICAL APPROACH

Thirty-nine clinical isolates each of Escherichia coli, Proteus mirabilis,
Enterobacter spp, Pseudomonas aeruginos, Klebsiella spp, and multiple
antibiotic resistant Staphylococcus aureus will be tested for inhibition by
commercial pure honey samples from four different plants (clover, alfalfa,
orange blossom, and safflower) using agar well diffusion. In addition, a
limited amount of sugar-free clover honey extract will be compared with pure
clover honey for inhibition against five isolates of S. aureus and of E. coli.
All tests will be done in duplicate with a range of honey concentrations from
80% to 0.625%. Cultures will be considered sensitive if the zones of
inhibition are at least 10 mm in diameter.

PRIOR AND CURRENT PROGRESS

Regardless of the plant source of the honeys tested, all 39 isolates of each
bacterial genus were either sensitive or resistant. The isolates sensitive to
the following percent concentrations of honey were: E. coli and Enterobacter
spp, 20-10% concentration; P. mirabilis, 5-2.5% concentration; and S. aureus,
2.5-1.25% concentration. P. aeruginosa and Klebsiella spp were resistant. The
sugar-free clover honey extract was just as inhibitory as the pure honey, with
the five S. aureus isolates sensitive to 1.25% concentration and the five E.
coli isolates sensitive to 5% concentration of both agents. Thus, sugar may
not be the only inhibitory agent in the honey.

CONCLUSIONS
The antibacterial agents in honey may be similar, regardless of the plant
source. The agents are not exclusively the sugars, at least for clover honey.
The sensitivity of all 39 isolates of a particular genus suggests the absence
of pre-existing natural resistance to the antibacterial agent. The mechanisms
involved in antibiotic resistance and inhibitor resistance are not the same in
the agent-sensitive genera.
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REPORT DATE: 01,/07/93 WORK UNIT = 9411
DETAIL SUMMARY SHEET

TITLE: Evaluation of Collagen Plugs to Prevent Localized Osteitis in the
Sockets of Mandibular Third Molars Susceptible to Acute Pericornitis

KEYWORDS: collagen, plugs, osteitis

PRINCIPAL INVESTIGATOR: Patterson, Adrian COL DC
ASSOCIATES: Baumgartner, John DDS; Glenn, Roger MAJ DC

SERVICE: Dental Clinic STATUS: Ongoing
APPROVAL DATE: Jan 1991

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine if collagen plugs are useful in preventing postoperative alveolar
osteitis in third molar tooth sockets susceptible to pericoronitis. To
determine if collagen plugs are useful in preventing postoperative alveolar
osteitis i1. third melar tooth sockets which were susceptible to pericoronitis.

TECHNICAL APPROACH

This is a multi-center study. Each practitioner will extract approximately 100
third molars susceptible to pericoronitis. Patients will be randomly selected
to either receive or not receive a collagen plug in the third molar socket
after extraction. The patient will be evaluated 7 days post surgery to
determine if a dry socket or any other sequelae is present.

PRIOR AND CURRENT PROGRESS

Since the study began, 162 patients have been enrolled; none have “een enrolled
during this past reporting year. Patient treatment has been stopped at this
time due to PCS moves by MAJ Glenn and MAJ Peck. There have been no adverse
reactions noted in any patient.

CONCLUSIONS

Data has been collected and is being analyzed for statistical significance. A
determination will then be made to report existing data, continue, or close the
study.
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REPORT DATE: 04,/01/93 WORK UNIT = 9412

DETAIL SUMMARY SHEET

TITLE: Comparison of Presurgical and Postsurgical Condylar Measurements as a
Function of Orthognathic Surgical Fixation Technique

KEYWORDS: condylar measurements, mandibular movement
PRINCIPAL INVESTIGATOR: Brousseau, Steven LTC DC

SERVICE: Dental Clinic STATUS: Ongoing
APPROVAL DATE: Mar 1991

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To measure changes in the temporomandibular joint (TMJ) that result from
mandibular and/or mandibular-maxillary surgery, using presurgical and
postsurgical (3-month, 6-month, Y-month) pantographic tracings to correlate
clinical symptoms/signs with changes in condylar path tracings. The goal will
be to try to use this information to predict problems with .pecific surgical
movements and the use of rigid vs non-rigid fixation.

TECHNICAL APPROACH

Tracing of the condylar pathway during mandibular movement is a noninvasive
diagnostic technique that allows quantitative and qualitative analysis of TMJ
function. With a condylar path recording device, disk-condyle incoordination
can be seen as a deviation or obstruction in the tracing pathway. The condylar
path tracing can be translated into a PRI score, which can be used to compare
and to correlate with clinical TMJ findings.

PRIOR AND CURRENT PROGRESS

There are 1~ patients enrolled in this study; - in the control group; 8 in the
rigid fixation group (6 complete and 2 with 9-month follow up pending); and S
in the non-rigid fixation group (2 complete and 3 with 9-month follow-up
pending).

CONCLUSIONS
No analysis at this point.
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REPORT DATE: 05/05/93 WORK UNIT = 9088
DETAIL SUMMARY SHEET

TITLE: Prevention of Low Back Pain in Military Basic Trainees

KEYWORDS: ' - back pain, prevention, smoking

PRINCIPA JESTIGATOR: O‘’Connor, Francis CPT MC
ASSOCIATES: Marlowe, Sarah CPT MC

SERVICE: Fort Dix, New Jersey STATUS: Ongoing
APPROVAL DATE: Mar 1991

FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: $§

STUDY OBJECTIVE

To determine the incidence and risk factors of low back pain (LBP) in military
basic trainees; and to evaluate the role of exercise in preventing low back
pain.

TECHNICAL APPROACH

Entry and exit survey questionnaires will be administered to evaluate
subjective LBP in basic trainees, as well as detailed demographic data.
Specific exercises will be introduced into a control basic training company,
and then reevaluated through entry and exit survey.

PRIOR AND CURRENT PROGRESS

Pilot study with demographic data has been completed. The pilot was written
and accepted for abstract at USAFP in Oakland, California, as well as for
publication by "Spine." The second aspect of this study has been completed.
Currently, data is being analyzed. No more basic trainees are to be enrolled.
A final paper is being written at this time.

CONCLUSIONS

Results from the pilot study document there is a significant incidence and
prevalence of LBP in military basic trainees. History of chronic low back
problems was associated with difficulty in completing basic training. Our
preliminary data suggests that there was no difference with the low back
exercise intervention.

44




REPORT DATE: 01/27/93 WORK UNIT =#» 1952
DETAIL SUMMARY SHEET

TITLE: The Clinical Presentation of HIV Infected Patients at Walter Reed Army
Medical Center

KEYWORDS: HIV, epidemiology, disease progression

PRINCIPAL INVESTIGATOR: Oster, Charles COL MC
ASSOCIATES: Chung, Raymond COL MC; Hicks, Charles LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Jan 1987

FUNDING: Current FY: §$ 0 Previous FYs: §$ 0 Total: $ 0

STUDY OBJECTIVE

To evaluate clinical and laboratory data on the first 402 adults seen in clinic
at WRAMC who are infected with HIV-1 by retrospectively reviewing their
records.

TECHNICAL APPROACH
Chart review of medical records and laboratory studies on HIV infected
patients.

PRIOR AND CURRENT PROGRESS

CD4 counts decrease with time in an exponential fashion. Life is prolonged
with Zidovudine (AZT) and/or pneumomystis prophylaxis. With these therapies,
CD4 cell counts do not correlate with prognosis. Other prognostic markers are
needed in these patients. To date, 172 charts have been reviewed; none this
past year.

CONCLUSIONS

CD4 counts decrease with time in an exponential fashion. Life is prolonged
with Zidovudine (AZT) and/or pneumomystis prophylaxis. With these therapies,
CD4 cell counts do not correlate with prognosis. Other prognostic markers are
needed in these patients.
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REPORT DATE: 05/20/93 WORK UNIT = 1953
DETAIL SUMMARY SHEET

TITLE: The Generation of Human Monoclonal Antibodies to the HIV

KEYWORDS: monoclonal, HIV, human

PRINCIPAL INVESTIGATOR: Drabick, Joseph MAJ MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Jan 1987

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $§ 0

STUDY OBJECTIVE

The purpose of this study is to generate human monoclonal antibodies to
commercially available recombinant HIV antigen from the lymphocytes of patients
infected with HIV.

TECHNICAL APPROACH _

8. lymphocytes from peripheral blood or availat’~ lymphoid tissues are
separated, then transformed with EBV. The transformed lymphocytes are screened
for antibodies to HIV, recombinant HIV antigens, and recombinant soluble CD4.
Positive wells are fused to heteromyeloma SHM-D33-0 and screened for specific
antibody production. We are currently experimenting with MAB production from
EBV transformed B cells and transfect other cell lines for better MAB.

PRIOR AND CURRENT PROGRESS

To date, 14 patients have been enrolled in this study (all during the past
year). There have been no serious or unexpe~ted adverse reactions.
Immortalized human B cells which secrete antibodies to parts of HIV, as well as
CD4, have been produced, but there has been no success in establishing stable,
high producing hybridomas. Despite some new promising appro..hes, progress on
tnis study has been hampered over the past 2 years because of the loss of
technical support personnel.

CONCLUSIONS

The protocol will be terminated at this time, although other approaches to
specific hybridoma manufacture not requiring HIV-infected humans via the
protocol may continue (e.g., in vitro immunization, humanization of murine
monoclonal antibodies).
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REPORT DATE: 09/30/93 WORK UNIT = 3342

DETAIL SUMMARY SHEET

TITLE: Delayed Type Hypersensitivity Skin Testing: Correlation of Intradermal
Injection Vs. Epicutaneous Antigen Placement and CD4 Number in Normals
and HIV Seropositive Subjects

KEYWORDS: DTH, skin test, multitest
PRINCIPAL INVESTIGATOR: Birx, Deborah LTC MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Aug 1988

FUNDING: Current FY: §$ 0 Previous FYs: § 0 Total: $

STUDY OBJECTIVE

To correlate antigen reactivity by intradermal (ID) and epicutaneous injection
to ci.c. CD4 number; compare subject reactivity to each of the antigens:
tetanus, Candida, Trichophyton IC/multitest correlate anergy by multitest, and
ID injection with evidence of HIV disease progression; and develop a
standardized anergy panel to clinical staging of HIV infected patients.

TECHNICAL APPROACH
Simultaneous application of the multitest and ID injection of antigens in HIV

infected patients.

PRIOR AND CURRENT PROGRESS

This protocol has had difficulties meeting the expect:d enrollment. There was
reluctance from some patients to receive the multitest. As a result, only 100
patients were enrolled which has made analysis difficult. No significant
adverse events have occurred; no volunteers have been enrolled during this
reporting period. Due to the reorganization of the .IICARR, this protocol will
no longer receive funding and is terminated.

CONCLUSIONS
There are no conclusions as data analysis in this isolated cohort will not

achieve the planned analysis for the trial. However, fusing the data with the
NNMC cohort to evaluate the two testing techniques is being explored.
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REPORT DATE: 10,/18,/93 WORK UNIT = 4806
DETAIL SUMMARY SHEET

TITLE: Pathological Manifestations of HIV Infections at Autopsy

KEYWORDS: cause of death, histology, microbiology

PRINCIPAL INVESTIGATOR: Anderson, David LTC MC
ASSOCIATES: Clark, Gary COL MC; Turnicky, Ronald LTC MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Dec 1989

FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To: 1) perform complete research autopsies on deceased patients with HIV
disease; 2) document disease processes causing morbidity and mortality in
patients enrolled in WRAMC HIV research; 3) obtain fresh tissue for
immuno-histochemical detection phenotyping of immune cells and detection of
viral infections; and 4) obtain fresh tissue from major org=n systems to store
in a tissue registry (unfixed at -70 C and formalin-fixed, paraffin-embedded).

TECHNICAL APPROACH

Complete autopsies will be performed as soon after death as a valid research
autopsy permit is available. Tissues from all major organ systems will be
examined and processed for histochemistry (formalin-fixed, paraffin-embedded)
or flash frozen for immune cell phenotyping. Routine histochemistry, special
stains, and immune cell phenotyping will be performed, as well as microbiologic
culture. Results will be assembled into a research autcpsy protocol report
which will be returned to the Infectious Disease Service, the deceased
patient’s chart, and the Jackson Foundation data base.

PRIOR AND CuHRENT PROGRESS

Twenty-two autopsies at WRAMC (7 during the last year), and 10 at NNMC (4
during the past year) revealed as causes of death (8 cases had 2 causes of
death): 8 PCP; 4 Staph. sepsis; 4 HIV wasting only; 4 cardiomyopathy; 3 actue
pneumonia; 3 KS;, 5 other sepsis; 2 ARDS; 2 PML: 2 CMV encephalitis; 1
pancreatitis; 1 sudden death; and 1 adenovirus pneumonia. A quantitative
imaging technique was developed to allow in situ quantitation of immune cell
phenotypes in solid human parenchvmal tissues; very few lymphocytes are present
in parenchymal tissues at death and tend to be terminally differentiated
B-lymphocytes. Tissue registries for most autopsies have been used to validate
PCR detection of HIV proviral DNA in tissues at SRA Laboratories as well as M.
avium intracellulare and P. carnii DNA in tissues at AFIP; and conduct survey
of culturable mycoplasma species. No mycoplasma species were detected.

CONCLUSIONS

HIV patients dying at WRAMC are almost uniformly late stage (WRS6) due to
patient factors (drug reactions, noncompliance); pneumonia due to £. carinii
continues to represent the leading cause of death. Depletion of most T cells
can be expected in all parenchymal tissues at death. Frozen tissue registries
are most useful as reference material for evaluiting new gene amplification
diagnostic methods. 48




REPORT DATE: 08/02/93 WORK UNIT = 6220
DETAIL SUMMARY SHEET

TITLE: Epidemiology of HIV In Pediatric and Perinatal Patients - A Natural
History Study

KEYWORDS: immunodeficiency, pediatric, epidemiology
PRINCIPAL INVESTIGATOR: Robb, Merlin LTC MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Jul 1988

FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To develop a Military Pediatric HIV Program for identification of military
dependents (spouses and children) of HIV infected personnel. The study will
identify basic epidemiologic information and follow these high risk or
HIV-infected children over time to assess infection status and disease
progression.

TECHNICAL APPROACH .

The Military Pediatric HIV Program will identify children at high risk for HIV
infection by matching USAHDS reports with the computer linked DEERS data files.
All families with one or both spouses infected with HIV will be offered
voluntary enrollment in this program. In addition, children with illness or
other problems associated with HIV infection may also be voluntarily enrolled
in this study. All children followed will be periodically reevalu.ted using
state-of-the-art HIV diagnostic tests. It is anticipated that this program
will encompass Army, Air Force, and Navy dependents.

PRIOR AND CURRENT PROGRESS

A total .f 203 patients (83 from WRAMC) have been enrolled; 57 (8 from WRAMC)
this past year. Two naval hospitals (San Diego and Bethesda) are also
participating. Thirty-three of the 203 patients enrolled have HIV. Seven of
the eight study deaths were HIV related; six occurred prior to 36 months of
life yielding a mean survival of 6.8 years. Study data has contributed to an
analysis of normal values for T cell phenotypes in children and to diagnostic
techniques for perinatal HIV exposure. The DOD cohort has observed a 18.6%
transmission rate, with HIV culture giving the most sensitive and specific
diagnosis. PCR is slightly more sensitive but is more likely to give false
positive results. Transmission within typical households was not observed.
However, peripartum transmission between discordant couples was seen in two of
seven, reflecting a potential increase in transmission risk in the peripartum
period.

CONCLUSIONS

Interpretation of T cell values in HIV + children is confounded by the dramatic
changes in normal values during the first several years of life. Reliance upon
CD4% expressed as a percentile of the normal distribution for age may improve
the predictive value of T cell phenotypes in children. The long-term prognosis
of military beneficiaries in this study is superior to that reported in most
publications. 49




REPORT DATE: 09,/30/93 WORK UNIT # 6222
DETAIL SUMMARY SHEET
TITLE: Core Project: Evaluation of Diagnostic Assays for Human
Immunodeficiency Virus (HIV) in Children with Evidence of HIV Exposure
or HIV Illnesses

KEYWORDS: AIDS, diagnosis, cultures

PRINCIPAL INVESTIGATOR: Robb, Merlin MAJ MC
ASSOCIATES: Burke, Donald COL MC; Ascher, David MAJ MC

SERVICE: HIV Research STATUS: Compleced
APPROVAL DATE: Sep 1988

FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $§ 0
STUDY OBJECTIVE

a) To analyze laboratory assays for detection of HIV infection in children; and
b) To correlate the results with the clinical status of the child.

TECHNICAL APPROACH

This protocol will evaluate the usefulness of new diagnostic assays for HIV as
they are developed using blood fr-=: 7-infected or high risk children. Blood
will be sent to the laboratory for ....dard ("state-of-the-art"™) HIV testing
(generally those tests that are most developed). The surplus will be utilized
for less well developed assays or stored for future analysis. Results from all
tests will be compared to conventional assays used to diagnose adult HIV
infection (ELISA, Western Blot) to determine their usefulness in children.

PRIOR AND CURRENT PROGRESS

A total of 50 patients have been enrolled from WRAMC, to include 3 during the
past year. An additional 84 patients have been enrolled in other participating
sites, to include 5 this past year. The use 'f whole blood cultures for
diagnosis of HIV in children was explored and was found to be efficient with
respect to phlebotomy requirements, but modestly less sensitive than standard
co-culture techniques. This study contributed to an analysis of normal T cell
values in HIV infected and uninfected at-risk children to provide a basis for
early recognition of HIV induced disease. A careful comparative analysis of
several virologic methods for detecting and quantifying HIV were characterized
using samples from infected and uninfected patients. The DOD beneficiary
cohort has a perinatal transmission rate of 19.6% to date.

CONCLUSIONS

Sensitivity and specificity of HIV culture, PCR, whole blood culture, plasma
culture, and p24 antigen capture have been defined. Large amounts of virus
detected with these assays may identify patients with more advanced disease or
a poor prognosis. A combination of virologic techniques is required to obtain
an early diagnosis of HIV in perinatally exposed children.
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REPORT DATE: 04/29/93 WORK UNIT = 6264
DETAIL SUMMARY SHEET

TITLE: Perinatal HIV Infection: Epidemiology and Natural History

KEYWORDS: natural history, perinatal HIV, epidemiology

PRINCIPAL INVESTIGATOR: Pettett, Gary COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Apr 1990

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To develop a central perinatal program for the identification, evaluation, and
follow-up of HIV-infected pregnant women and their newborn infants, and to
describe the clinicopathologic correlates most predictive of perinatal
transmission of HIV.

TECHNICAL APFPROACH

High risk pregnant women and maternal-infant pairs are prospectively entered
into a longitudinal study to evaluate immunologic status and detect vertical
transmission of HIV infection in early infancy. Quarterly clinical examination
and serologic/immunclogic assays are utilized to fully characterize the immune
status of all patients. Statistical analysis of clinical and laboratory
results will be directed toward the identification of perinatal factors which
are reliable predictors of vertical transmission.

PRIOR AND CURRENT PROGRESS

Altogether, 21 maternal-infant pairs have been enrolled at three participating
military medical centers: WRAMC, National Naval Medical Center, and San Diego
Naval Medical Center; 15 maternal-infant pairs during this reporting period. A
total of 63 protocol visits have been completed. Twenty HIV infc-~ed women
were identified last year in the DOD through a passive system of
identification. However, few of these women could be enrolled due to the lack
of protocol availability at their military treatment facilities. The protocol
is being introduced to several additional medical centers. There has been no
incidence of serious or unexpected adverse reactions.

CONCLUSIONS

The apparent transmission rate, based upon this experience and the clinical
evaluation of non-protocol patients, is 16.5% in the military beneficiary
population. Seven HIV negative women (spouses are HIV positive) have
participated in this protocol, and two have seroconverted, suggesting that the
peripartum period is a particularly high risk period for sexual transmission.
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REPORT DATE: 04/07/93 WORK UNIT # 6284
DETAIL SUMMARY SHEET

TITLE: Perinatal HIV Tissue Bank

KEYWORDS: fetal HIV infection

PRINCIPAL INVESTIGATOR: Pettett, Philip COL MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Mar 1991

FUNDING: Current FY: $ 0 Previous FYs: $§ 0 Total: §

STUDY OBJECTIVE
To accumulate placental and fetal membranes from HIV(+) parturient women for
the express purpose of diagnosing and quantifying fetal HIV tissue infection.

TECHNICAL APPROACH

Placental and fetal membranes from consenting HIV(+) pregnant women will be
collected and stored in preservative media appropriate for microscopic and
histochemical identification of HIV infection.

PRIOR AND CURRENT PROGRESS
This protocol has received no funds, and no patients have been enrolled.

CONCLUSIONS
Request termination of this protocol.
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REPORT DATE: 05/13/93 WORK I'NIT = 6325
DETAIL SUMMARY SHEET

TITLE: Language and Neurodevelopment in Children with Perinatal Evposure to
HIV

KEYWORDS: language, neurodevelopment, perinatal

PRINCIPAL INVESTIGATOR: Walker, William, LTC, MC
ASSOCIATES: Conlon, Charles MD; McCardle, Peggy PhD, MPH

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: May 1992

FUNDING: Current FY: $ 1,106 Previous FYs: § 0 Total: $ 1,106

STUDY OBJECTIVE

To document early cenftral nervous system expression of perinatal human
immunodeficiency virus (HIV) and to explore the relarions among
neurodevelopmental functions and disease progre.sion in HIV infected and
perinatally exposed children.

TECHNICAL APPROACH .

Children with perinatally acquired HIV infection will be followed prospectively
for 4 years and assessed quarterly during the first 12 months and then
semi-annually while asymptomatic. Children in the contrecl group will be
matched for age, sex, SES, and race/ethnicity. Data will be analyzed using a
repeated measures design. The neuropsychological battery will include
functioning in the areas of global cognitive ability, speech/language
processes, attention/behavior, and motor functioning.

PRIOR AND CURRENT PROGRESS

No funding or support personnel have been available for this project. As a
result, no children have been entered into th- study, and no data has been
collected.

COHCLUSIONS
With the PCS of the current Walter Reed Principal Investigator, this study is
being recommended for termination.
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REPORT DATE: 04/12/93 WORK UNIT = 7243

DETAIL SUMMARY SHEET

TITLE: Psychiatric Natural History Study: Factors Related to Human
Immunodeficiency Virus Transmission and Morbidity

KEYWORDS: HIV risk behaviors, early HIV disease, military performance

PRINCIPAL INVESTIGATOR: Tomoshok, Lydia PhD
ASSOCIATES: Nannis, Ellen PhD; Brandt, Ursula PhD

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Apr 1990

FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $§ 0

STUDY OBJECTIVE
To determine potential areas for effective interventions designed to reduce HIV

trausmission by HIV-infected military medical beneficiaries, and to reduce
neuropsych.atric complications of HIV diseasc progression in infected military
medical bereficiaries.

TECHNICAL APPROACH
Military medical beneficiaries from all three services (500 from Walter Reed

Army Medical Center, 700 from Wilford Hall (WHMC), 300 from National Naval
Medical Center (NNMC), and 400 from San Diego Naval Hospital] will be asked to
complete anonymous risk behavior assessments. Smaller numbers of infected
individuals will be recruited to participate in other non-anonymous protocol
core areas; psychosocial (N=1,400), psychiatry (N=1,000), stress and coping
(N=1,000), and neuropsychology (N=500). Thesé non-anonymous but confidential
portions of the protocol will be repeated at each patient's routine medical
re-evaluation.

PRIOR AND CURRENT PROGRESS

Data collection from the Anonymous, Seropositive Behavior Survey was completed
March 1993; data collection for the Neurobehavioral Addendum will be completed
by June 1993. Data collection continue for the psychosocial questionnaires at
the WRAMC, NNMC, and WHMC sites. To date, 268 HIV+ have been enrolled at
WRAMC, 212 at NNMC, and 703 at WHMC, and 25 from Womack Community Hospital, Ft.
Bragg. MYIV controls have been enrolled and assessed; 87 at WRAMC and 38 at
NNMC. Thirty-six are enrolled in the neurobehavioral addendum. Data analysis
is ongoing, and intervention protocols based on these data are in final
development.

CONCLUSIONS

Longitudinal research and collection of seronegative control data are
proceeding on or ahead of schedule. Two intervention protocols based on data
from RV26 have received conditional approval by the USAMRDC Retrovirus Clinical
Research Committee. Upon receipt of full scientific approval, these protocols
will be forwarded to the appropriate Human Use Committees.
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REPORT DATE: 05/03/93 WORK UNIT = 8802
DETAIL SUMMARY SHEET

TITLE: VA Cooperative Study No. 298, Treatment of AIDS and AIDS Related
Complex; Part I: Treatment of Patients with ARC (AZT Vs. Placebo)

KEYWORDS: zidovudine, HIV, ARC
PRINCIPAL INVESTIGATOR: Hawkes, Clifton LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Apr 1988

FUNDING: Current FY: $ 0 Previous FYs: § 996 Total: § 996
STUDY OBJECTIVE

To determine the effectiveness of AZT (zidovudine) on AIDS Related Complex
(ARC) - Walter Reed Stages 2-4.

TECANICAL APPROACH

This is a randomized double-blind placebo-controlled study. Subjects who meet
the inclusion criteria, after screening, are randomized onto the study drug.
Half of the subjects receive AZT 250 mg every &4 hours, while the other half
receive a placebo. 1In January 1991, Part I was completed; all participants
were informed of their original treatment assignment and given the opportunity
to remain or be started on open-label zidovudine or placebo. In February 1991,
an addendum was approved which allowed for extended follow-up for all
participants who agreed to continue and sign a revised informed comsent. The
extension was granted for 3 years (i.e., April 1994).

PRIOR AND CURRENT PROGRESS

No new patients were enrolled this past year. There have been no serious or
unexpected adverse reactions. 1In Part II, 213 patients from Part I (9 from
WRA:" ", 2 expired) were enrolled and continued to be followed until the final
endpoint, death, is reached. Results showed that caucasian patients who
received early AZT were less likely to progress to AIDS (p=0.007); however, for
Black/Hispanic patients, there was no significant difference (p=0.45). Median
survival in patients who received early AZT was 1l1.8 months, compared to 16.6
months in patients who received AZT later. There was no significant difference
between early and later AZT in terms of quality of life, as measured by the
Sickness Impact Profile (SIP), and the Time Without Symptoms or Toxicity
Profile (SIP), and the Time Without Symptoms or Toxicity Profile (TWIST).

CONCLUSIONS

There continues to be no observed overall survival benefit to starting AZT
early. Data regarding AZT resistance and its role in clinical progression is
forthcoming. The observed, apparent, lack of efficacy in minorities remains
unexplained. However, recent preliminary pharmacokinetic data suggest that AZT
may have a shorter half-life in Blacks.
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REPORT DATE: 05/14/93 WORK UNIT = 8803
DETAIL SUMMARY SHEET

TITLE: Core Protocol for HIV Developmental Diagnostics (Adults)

KEYWORDS: HIV, AIDS, virus culture

PRINCIPAL INVESTIGATOR: Turnicky, Ronald LTC MC
ASSOCIATES: Oster, Charles COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: May 1988

FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To develop and evaluate new and/or improved laboratory methods for establishing
the diagnosis of HIV infection and for determining the stage of illness.

TECHNICAL APPROACH

Methods to detect replicating HIV virus, HIV antigens, and HIV nucleic acids
will be used, including, for example, virus culture, antigen capture
immunoassay, and polymerase chain reaction (PCR) amplification of HIV DNA.

PRIOR AND CURRENT PROGRESS

In the past 12 months, 2,651 patient samples were received in RV2. All
specimens were processed to provide sera, plasma, and cells for analysis which
consisted of 3,182 co-cultures for the HIV virus. Polymerase chain reaction
(PCR) was performed on 460 samples for HIV and 91 for HTLV.
Radioimmunoprecipitation was performed on 1,046 HIv and 418 HTLV sera samples.
An acid disassociative technique was developed for the performance of 1,932 p24
antigen assays by ELISA. Additionally, 280 assays for anti-p24 antibody were
conducted. All samples are retained for future use in a repository.

CONCLUSIONS

HIV is routinely identified for diagnostic purposes in serologic, nucleic acid,
and co-culture techniques. Earlier detection of antibody response is being
developed. Methods to serologically discriminate between retroviruses and

methods to discriminate natural HIV infection from vaccine-induced antibody
response are being developed.

a
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REPORT DATE: 05/27/93 . WORK UNIT = 8804
DETAIL SUMMARY SHEET

TITLE: The Natural History of HIV Infection and Disease in United States
Military Beneficiaries

KEYWORDS: HIV, natural history, AIDS
PRINCIPAL INVESTIGATOR: Chung, Raymond COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: May 1988

FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE
To systematically document the natural disease progression of HIV infection.

TECHNICAL APPROACH

information already being routinely collected on HIV patients is being
organized into a data base in such a way that more scientifically valid
information will be forthcoming. Safeguards to patient confidentiality are
met. This data base forms the core araund which other specific protocols can
be built.

PRIOR AND CURRENT PROGRESS

In the last year, 121 volunteers were enrolled; for a total of 681 actively
enrolled at the end of this reporting period. From May 1992 to May 1993, 61
volunteers were terminated from the study: death (49), voluntary withdrawal
(3), transfer to another area (2), and lost to follow-up (7). Several analyses
have been done using the natural history study, including studies on the
natural history of HIV infection in women, progress:ion of disease based on the
slope of the CD4 cell decline, demographic factors associated with compliance
in taking AZT, _..d effects of AZT on the progression of HIV disease by WR
stage. There are ongoing analyses examining the effect of the new CDC criteria
on the incidence of AIDS in our population and examining the variability of CD4
counts obtained less than 30 days apart.

CONCLUSIONS

This study continues to collect valuable data on the natural history of HIV in
military populations in cooperation with the Air Force (Wilford Hall, Lackland
Hall, San Antonio, TX), the Navy (National Naval Medical Center, Bethesda, MD),
Walter Reed Army Medical Center), and Brooke Army Medical Center, Fort Sam
Houston, TX).
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REPORT DATE: 10/15/92 WORK UNIT = 8805
DETAIL SUMMARY SHEET

TITLZ: Natural History of Oral Manifestations of HIV Infection in a United
States Military Population

KEYWORDS: epidemiology, oral diseases, HIV

PRINCIPAL INVESTIGATOR: Konzelman, Joseph DDS
ASSOCIATES: Swango, Philip CAPT USPHS

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Oct 1988

FUNDING: Current FY: $ 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE

To document the prevalence and incidence of oral manifestations of HIV
infection in relation to the degree of immunodeficiency. Emphasis is given to
oral pathologies, periodontal disease, oral cand.dal infections, and the effect
of HIV on salivary constituents.

TECHNICAL APPROACH

Volunteers receive a comprehensive oral examination at entry and every 6 months
thereafter. This evaluation includes clinical examinations for dental caries,
periodontal disease, and oral mucosal pathologies. Dental plaque and saliva
samples are collected for microbial and biochemical assays, and a questionnaire
on oral health-related behaviors and history is administered. Data are
analyzed in relation to subjects’ medical condition and immune status.

PRIOR AND CURRENT PROGRESS

A total of 285 subjects were enrolled during the past year, bringing the
current total to 946 enrollees. Of these, 638 have received their initial
baseline oral examination, and 267 have also received at least one 6-month
follow-up exam. No adverse reactions have been reported, and no patients have
withdrawn from the study. Benefits to subjects include early diagnosis of oral
disease, dental prophylaxis, limited emergency care, and referral for
appropriate treatment.

CONCLUSIONS
Prevalence of oral mucosal pathology was 32% at baseline and 44% after 6 months

of follow-up. More than 30% of subjects initially free of mucosal pathology
developed oral lesions within 6 months. Oral candidiasis was the condition
that developed most frequently, with 70% of incident cases being of the
erythematous form.
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REPORT DATE: 12/17/92 WORK UNIT » 8806
DETAIL SUMMARY SHEET

TITLE: Active Immunization of HIV Infected Patients with Recombinant GP160 HIV
Protein: Phase I Study of Immunotherapy, Immunogenicity and Toxicity

KEYWORDS: rgpl60, vaccine therapy, HIV

PRINCIPAL INVESTIGATOR: Redfield, Robert LTC MC
ASSOCIATES: Birx, Deborah LTC MC; Johnson, Steven MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Nov 1988

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate the long-term safety and immunogenicity of vaccine therapy in early
stage HIV infected patients, to evaluate variable boosting schedules, and to
evaluate in vitro assays with in vivo relevance for application to Phase II

trials

TECHNICAL APPROACH

During the primary extended immunization series, original trial responders will
be vaccinated every 4 months (160 ug) and nonresponders at Day 0, 7, 30, 60,
90, and 120 (160 ug), and then every 4 months (160 ug). In March 1992, an
addendum was approved by the HUC/IRB to vaccinate volunteers every month.
Alterations in cellular and humoral immune responses to HIV specific proteins
and changes in vivo and in vitro cellular immune function continue to be
assessed.

PRIOR AND CURRENT PROGRESS

Twenty-eight .. the 30 original trial volunteer; continue evaluation in this
Phase I study; patient accrual was completed during the first 2 years. Nine of
10 nonresponders displayed novel humoral and cellular immune responses after
the 6-shot series. Responders displayed continued induction of humoral and
cellular responses. Data derived from the every 4 month immunization series
indicate a predictable boost in immune responses, temporally associated with
vaccination followed by a response trough. Based on this pharmacokinetic data,
an immunization series of every 1 month was started to compare boosting series.
No systemic toxicity has been noted; local toxicity is limited. Several
volunteers have developed notable soft tissue swelling intermittently
associated with vaccination. Seven volunteers have been given AZT by primary
physician; three have developed mean CD4 counts below 200 cells/mm3.

CONCLUSIONS

The rgpl60 vaccine continues to be safe and immunogenic in early HIV infected
individuals. Through the reimmunization of nonresponders we have been able to
show majority response rates, regardless of CD4 counts and general health,
which were originally predicted to limit vaccine applicability. Additionally,
the vaccine is shown to continue to elicit immune responses without tolerance.
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REPORT DATE: 05/07/93 WORK UNIT # 8812
DETAIL SUMMARY SHEET

TITLE: The Investigation of the Cutaneous Manifestations of HIV Infection in
Relation to the Onset, Severity and Progression of Disease,
Dermatologic Natural History

KEYWORDS: HIV, dermatology, Walter Reed stage

PRINCIPAL INVESTIGATOR: Smith, Kathleen COL MC
ASSOCIATES: Skelton, Henry CDR MC USN

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: May 1989

FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To stuuy cutaneous manifestations, both histologically and clinically, in
relation to disease onset and progression of disease.

TECHNICAL APPROACH

A complete dermatology examination, including a complete history, is performed.
Lesional biopsies (4-6 mm punch) are performed, as needed, for diagnosis.
Lesional biopsies may be split and half frozen for performing
immunohistochemical markers of the inflammatory infiltrate. In addition,
special stains are performed to rule out infections. The patients are followed
every 6 months and may be seen for problems that develop between visits. In
addition, seven cutaneous sites are cultured for fungus and bacteria in

patients in all stages of disease; repeat cultures are performed if the stage
changes.

PRIOR AND CURRENT PROGRESS

& --~tal of 1,053 subjects have been enrolled in this study; 81 during the past
year. There has been no incidence of serious or unexpected adverse reactions.
The related protocol (W.U. #8811) for cutaneous microflora in HIV-1 disease has
been completed. The manuscripts on clinical, histologic, and
immunohistochemical findings in HIV-1 disease have been published. A number of
other manuscripts with clinical-histopathologic correlation of cutaneous

findings and patterns of immune dysregulation in HIV-1 disease have been
published.

CONCLUSIONS
The clinical findings are now being evaluated to determine if any particular

one may be predictive of disease progression. Many cutaneous conditions
reflect patterns of immune dysregulation in HIV-1 disease.
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REPORT DATE: 08/20/93 WORK UNIT # 8814
DETAIL SUMMARY SHEET

TITLE: Pharmacoepidemiologic Study to Develop a Database to Document
Variations in the Outcome of Illness Which May be Due to Drug Effects
and To Document Patterns of Drug use in HIV Infected Patients

KEYWORDS: pharmacoepidemiology, data base, drug use

PRINCIPAL INVESTIGATOR: Cortese, Linda RPh, MS
ASSOCIATES: Oster, Charles COL MC; Hiner, William COL MS

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Aug 1989

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $§

STUDY OBJECTIVE

To develop a data base to study outcomes of illness due to drug effects (both
beneficial and adverse), and to gather useful information on drug use patterns
of HIV infected patients.

TECHNICAL APPROACH

To develop a data base in conjunction with the Henry M. Jackson Foundation
(HMJF) HIV data base which will allow for the retrospective and prospective
collection and review of clinical data and prescription data on HIV infected
patients.

PRIOR AND CURRENT PROGRESS

A total of 505 patients have been enrolled in this protocol; 107 during this
past year. There have been no serious or unexpected adverse reactions
Currently, data is being collected for a phase of the study that is looking at
zidovudine usage; patient compliance and associated factors. A total of 154
patients have bc - used in the collection of this =-2trospective data, with
information collection continuing to complete the analysis. The information
gained from this study can be used for patient medication compliance.

CONCLUSIONS
Analysis of the data for zidovudine usage is not complete. The
pharmacoepidemiologic study is ongoing.
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REPORT DATE: 11,24/92 WORK UNIT = 8817
DETAIL SUMMARY SHEET

TITLE: The Effect of HIV Infection on the Initial Manifestations and Response
to Treatment of Syphilis

KEYWORDS: HIV, syphilis, treatment

PRINCIPAL INVESTIGATOR: Johnson, Steven MAJ MC
ASSOCIATES: Hicks, Charles LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Nov 1989

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $§ 0
STUDY OBJECTIVE

To compare current therapy of syphilis with a more intensive regimen in
patients with and without HIV infection.

TECHNICAL APPROACH
Randomized double-blind placebo-controlled comparison of two antibiotic

treatment regimens for HIV-infected patients with syphilis.

PRIOR AND CURRENT PROGRESS

This is a CDC-sponsored multi-center trial. At WRAMC, 10 patients have been
enrolled since January 1991; four of them during calendar year 1992.
Nationally, the trial has enrolled approximately 350 patients. The goal of 600
study patients nationwide should be reached by the end of 1993, when
recruitment will end. The study will continue with follow-ups through the end
of 1994. No interim study results are available at the current time.

CONCLUSIONS
There are no .:udy results yet. However, this remains a landmark study on

syphilis treatment in HIV infection.
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REPORT DATE: 06/29/93 WORK UNIT = 8818
DETAIL SUMMARY SHEET

TITLE: Prospective Study of the Emergence of Zidovudine Resistance in Patients
Infected with the Human Immunodeficiency Virus who are Treated with
Zidovudine

KEYWORDS: AZT resistance, virus culture, HIV

PRINCIPAL INVESTIGATOR: Mayers, Douglas CDR MC
ASSOCIATES: Oster, Charles COL MC; Wagner, Kenneth MD

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Jun 1990

FUNDING: Current FY: § 0 Previous FY¥s: §$ 0 Total: $ 0

STUDY OBJECTIVE

To det~rmine if there exists a level of AZT resistance, measured in vitro,
which correlates with clinical deterioration in patients receiving AZT.
Secondarily, to determine the time course, frequency and clinical parameters
associated with development of AZT resistance, and to develop a repository of
HIV-infected PBMC and plasma.for future studies of AZT resistance.

TECHNICAL APPROACH

HIV-infected patients taking AZT will be clinically evaluated every 3 months.
Blood will be drawn at each evaluation for HIV-culture, p24Ag, T cell subsets,
and AZT levels. Aliquots of PBMC and plasma will be stored in liquid nitrogen.
HIV isolates will be evaluated for susceptibility to AZT, DDC, and DDL.
Genotypic analysis of the HIV reverse transcriptase gene will be performed on
selected patient isolates. Primary clinical endpoints are death or development
of a new opportunistic infection. Data will be evaluated using a
Mantel-Haenszel survival analysis with transition st--~s.

PRIOR AND CURRENT PROGRESS

The study closed to accrual in late 1991 with 100 patients. To date, there
have been 19 deaths, 38 opportunistic infection primary study endpoints, 32
episodes of oral candidiasis, 42 with CD4 decline below 200 CD4 cells, 25
developed anergy, and 14 developed wasting. Sixteen patients withdrew prior to
completion of the protocol, and 30 patients have completed the 2-year study.
Eighteen patients have signed up for a l-year extension of follow-up. Of the
60 patients who entered the study with AZT-sensitive virus, 34 continue to have
AZT-sensitive virus, and 26 have developed AZT-resistant virus.

CONCLUSIONS

Factors which predict early development of AZT resistance include: low CD4
count at initiation of therapy, p24 antigen positive status, and presence of a
syncytium-inducing (SI) HIV isolate. Patients with AZT-sensitive virus
maintain stable CD4 counts for up to 3-4 years. CD4 cell counts decline by 50%
during the year that AZT resistance develops.
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REPORT DATE: 09/21/93 WORK UNIT = 8819
DETAIL SUMMARY SHEET
TITLE: Active Immunization of Early HIV Infected Patients with Recombinant
GP160 HIV Protein: Phase II Study of Toxicity, Immunotherapy, In Vivo
Immunoregulation and Clinical Efficacy

KEYWORDS: rgpl60, HIV infection, vaccine therapy

PRINCIPAL INVESTIGATOR: Redfield, Robert LTC MC
ASSOCTATES: Birx, Deborah LTC MC; Johnson, Steven MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Sep 1990

FUNDING: Current FY: § 0 Previous FYs: $§ 0 Total: § 0

STUDY OBJECTIVE

To evaluate the efficacy of recombinant gplé” (rgpl60) in the treatment of
patients with early HIV infection.

TECHNICAL APPROACH

This placebo-controlled, double-blind Phase II study will consist of 600
patients overall: 300 to be enrolled within the Department of Defense and 300
to be enrolled in sponsor supported civilian sites. Patients will be equally
randomized to vaccine or placebo. All volunteers will receive intramuscular
injections of 160 ug on days 0, 7, 30, 60, 120, 180 and then at 2 month
intervals through the completion of the trial. Changes in cellular and humoral

immune responses, toxicity to rgpl60, changes in CD4 counts, and shifts in
viral burden will all be explored.

PRIOR AND CURRENT PROGRESS

This multi-center trial involves 17 study sites. A total of 608 volunteers
were randomized to receive rgpl60 or placebo; 130 during the past year. WRAMC
has entered 93 volunteers; 17 during the past year. Enrollment was closed in
November 1992. Seven volunteers discontinued the trial. Three deaths have
occurred; two HIV related (both WRAMC volunteers August 1993) and one suicide
(non-WRAMC site). Overall, 37 primary endpoints and 109 secondary endpoints
have occurred. A summary of cumulative advérse events and study events are
attached (attachment 3). Three lymphomas have occurred; all at WRAMC.
Studywide, 39 of the volunteers are receiving AZT, 8 DDI, and 1 DDC.

CONCLUSIONS

This project is ongoing; the projected completion date is November 1995.
Protocol integrity continues to be maintained. Since the trial remains
double-blinded, minimal conclusions can be drawn at this time. Progress is
monitored by an independent DSMB. The initial efficacy analysis will be

conducted using all data available through September 1993; DSMB review is
scheduled for December 1993.
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REPORT DATE: 09,/20/93 WORK UNIT = 8820
DETAIL SUMMARY SHEET

TITLE: A Phase I Study of the Safety and Immunogenicity of rgpl20/HIV-1-111B
Vaccine in HIV-1 Seropositive Adult Volunteers

KEYWORDS: gpl20, vaccine therapy, HIV infection

PRINCIPAL INVESTIGATOR: Redfield, Robert LTC MC
ASSOCIATES: Birx, Deborah LTC MC; Johnson, Steven MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Sep 1990

FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To assess the safety and immunogencitiy of rgpl20 vaccine in asymptomatic HIV-1
infected volunteers, compare the effectiveness of a 3-injection vs. 5-injection
schedule, =nd compare the effect of variable dose levels of rgpl20 vaccine.

TECHNICAL APPROACH

This Phase I trial will cénsist of four groups: three open label (100, 300,
600 ug), with 5-10 patients each; and one placebo controlled (20 300 ug
vaccine, 5 placebo). All volunteers will be vaccinated at 0, 1, 4, 8, 16
weeks. Alterations in cellular and humoral immune response to HIV specific
proteins and changes in vivo and in vitro cellular immune function will be
assessed. The continuation trial consists of four groups (all open label).
Groups as follows: 300 ug q 1 month (15 volunteers); 300 ug q 3 months (15
patients); 600 ug q 3 months (10 volunteers); and 600 ug per original schedule
(initial trial placebos).

PRIOR AND CURRENT PROGRESS

The contiration trial enrolled 41 of the original volu- -ers (none this past
year). Group 8 enrolled 14 (300 ug q 1 month); group 9 enrolled 14 (300 ug q 3
months); and group 12 enrolled 9 (600 ug q 3 months). Four of the original
placebo recipients (Group 1l1l) received 600 ug immunization series per original
schedule . To date, 38 volunteers have completed the extended immunization
protocol; 1 volunteer discontinued prior to protocol completion. To date, two
volunteers have developed PCP, and one developed thrush. Four have developed
CD4 cell counts less than 200. Nine have received antiretroviral therapy
(AZT/DDI) per primary physician. Comparative analysis of immunogenicity by
group is in progress and should be completed by the end of this year.

CONCLUSIONS

This trial is ongoing; extended trial will be completed by November. Although
preliminary data demonstrated a dose response curve for immunogenicity, 600 ug
appears to be more optimal in terms of immunogenicity. Volunteers which meet
specific protocol criteria will be allowed to enroll and continue immunization
consiting of 600 ug q 2 months for 12 additional months.
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REPORT DATE: 11/10/92 ° WORK UNIT = 8824
DETAIL SUMMARY SHEET

TITLE: Phase I Study of Alferon N Injection in Persons with Asymptomatic Human
Immunodeficiency Virus (HIV) Infection

KEYWORDS: interferon, HIV, AIDS
PRINCIPAL INVESTIGATOR: Skillman, Donald MAJ MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Sep 1991

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE
To determine the safety and tolerance of natural interferon alfa-N3 in persons

in persons infected with HIV.

TECHNICAL APPROACH

Progressively higher doses of interferon alfa-}. will be given to a total of 20
persons. The drug is delivered subcutaneously by self-injection on
Monday-Wednesday-Friday for an initial 12 week interval. Regular physical
examinations and laboratory tests are performed to document the safety and
tolerance of the drug.

PRIOR AND CURRENT PROGRESS

No persons were enrolled in this study at WRAMC. Study-wide, 19 volunteers
have been enrolled and are either on therapy or have completed therapy at the
National Naval Medical Center. There have been no serious or unexpected
adverse reactions. The drug has shown remarkably good tolerance and almost no
laboratory toxicity. At doses as high as 20 million units, there have been no
adverse symptoms at all. The study will be continued only at the National
Naval Medical C <«er. The investigational dru- i: kept there.

CONCLUSIONS

Interferon alfa-N3 has demonstrated almost no laboratory toxicity and is very
well tolerated. Ac this interferon product has shown in vitro superiority when
compared to recombinant interferon alphas for anti-HIV activity, further
investigation of its potential as an anti-retroviral agent is warranted.
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REPORT DATE: 10/14/92 WORK UNIT = 882°%5
DETAIL SUMMARY SHEET

TITLE: Role of Accessory Cells in Hematopoietic Suppression Afcer
HIV-Infection

KEYWORDS: HIV-1, bone marrow, myelopoiesis

PRINCIPAL INVESTIGATOR: Burrell, Linda MAJ MC
ASSOCIATES: Schwartz, Gretchen PhD; Oster, Charles COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Oct 1991

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $ 0

STUDY OBJECTIVE

To study whether the decreased numbers of mature blood cells seen in
HIV-infected people relate to decreased production cf bone marrow progenitor
cells that produce the blood cells, abnormal responses of the progenitor cells
to growth factors, or impaired production of growth inhibitory and growth
stimulatory cytokines from accessory cells in the bone marrow microenvironment
that regulates the production of mature blood cells and their progenitor cells.

TECHNICAL APPROACH

Human bone marrow long-term cultures (LTC) will be used to study how
HIV-infected accessory cells effect production of mature blood cells and their
progenitor cells. The stromal cell layer (an adherent layer of cells that
forms in LTC) is used to simulate the bone marrow microenvironment. Stromal
cells layers are begun by culturing bone marrow .f noninfected people for &4
weeks, and then infecting the layers with HIV-1. Autologous CD34+ marrow
cells, enriched for primitive cells that produce progenitor cells for mature
blood cells, are added to the infected stromal cell layers. The effect of
HIV-infection on myeloid and erythroid progenitor cell producti~~ is monitored
by colony-f.urming assays.

PRIOR AND CURRENT PROGRESS

Bone marrow is from W.U. #9022-83. A reproducible, productive 0.5 ml bone
marrow LTC system was devised. Some LTC stroma cell layer cells were targets
for HIV-1 ADA (a monocytotropic strain of HIV-1). A productive infection was
maintainen for at least 8 wks in HIV-infected stromal cell layers; within 1 wk,
50-70% fewer progenitor cells were produced in HIV-infected LTC than in
noninfected LTC. In preliminary studies, addition of G-CSF did not further
stimulate progenitor cell production; production, however, was increased when
neutralizing antibodies to TNF-alpha or IL-4 were added to HIV-infected LTC.

CONCLUSIONS
Results suggest that HIV-infected bone marrow accessory cells suppress
production of erythroid and myeloid progenitor cells that produce mature blood
cells and that this may be mediated by growth inhibitory cytokines. The small
LTC system developed provides a reproducible system with replicates chat may
help identify therapeutic strategies to overcome/prevent severe hematopoietic
suppressions that develop with AIDS. '
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REPORT DATE: 08,/05/93 WORK UNIT = 8826
DETAIL SUMMARY SHEET

TITLE: A Double-Blind, Placebo Controlled, Parallel Group, Multicenter Study
of the Use of Weekly Azithromycin as Prophylaxis Against the
Development of Mycobactrium avium Complex Disease in HIV Infected

People
KEYWORDS: azithromycin
PRINCIPAL INVESTIGATOR: Chung, Raymond COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Jul 1992

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To test the hypothesis that Mycobacterium avium complex disease can be
prevented in late stage HIV disease by the use of azithromycin once a week.

TECHNICAL APPROACH

This is a multi-center placebo controlled study, in which volunteers with LIV
and T helper cell counts below 100 receive either placebo or azithromycin once
a week. The patients are monitored monthly for symptoms, signs, and laboratory
findings suggestive of or diagnostic of Mycobacterium avium infection.

PRIOR AND CURRENT PROGRESS

A total of 52 patients have been enrolled in this study from all participating
centers. Since February 1993, 13 patients have been enrolled from WRAMC. Only
12 of the 13 have received the drug/placebo, because one had a clinical
syndrome consistent with MAC infection immediately prior to the first month of
preventive therapy. There has been nc incidence of serious or unexpected
adverse reacrtions.

CONCLUSTIONS
There are no conclusions at this point in the study.
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REPORT DATE: 09,/02/93 WORK UNIT = 8827
DETAIL SUMMARY SHEET

TTTLE: Active Immunization of AZT-Treated HIV-Infected Patients with
Recombinant GP160 HIV Protein: Phase I/II Study of Immunogenicity
Toxicity, and Effect in In Vivo Immunoregulation

KEYWORDS: HIV infection, vaccine therapy, gpl60 vaccine
PRINCIPAL INVESTIGATOR: Redfield, Robert LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Aug 1©92

FUNDING: Current FY: § 0 Previous FYs: §$ 0 Total: $ 0

STUDY CBJECTIVE

To conduct a Phase I/II trial of the recombinant human immunodeficiency virus
(HIV) envelope glycoprotein, gpl60 candidate vaccine i1n patients who are HIV
infected (Walter Reed Stage 1-2). Specific ot eactives include: 1) to evaluate
the immunogenicity and toxicity of this product » HIV-infected individuals on
AZT; and 2) to determine the parameters predictive of immune responsiveness.

TECHNICAL APPROACH

This is a multi-center, tri-service HIV research protocol conducted at Walter
Reed Army Medical Center, National Naval Medical Center, and Wilford Hall
Medical Center within the Military Medical Consortium for Applied Retroviral
Research. Volunteers initially have HIV infection stage WR1-2. They will
receive AZT (at least 500 mg/day for 12 weeks) statified by baseline CD4 count,
and then 160 ug intramuscular injections of this vaccine on days 0 and 7, and
at months 1, 2, 4, 6, and 10. Safety parameters, adaptive anti-HIV immune
responses, ard parameters of HIV in vivo regulation will be monitored.
Volunteers will be eligible for standard of care intervention under the
oirection of their physicians.

PRIOR AND CURRENT PROGRESS

Altogether, 78 volunteers were enrolled in this study; 64 were randomized and
vaccinated. WRAMC enrolled 37 of the total volunteers; 29 were randomized and
immunized. Enrollment was closed in April 1993. To date, toxicity has been
limited to local reactions; all adverse reactions filed with Wyeth-Ayerst were
considered not vaccine related. Preliminary analysis of immunogenicity data is
limited to T cell proliferative responses, which although not statistically
distinct suggest a trend toward decreased immunogencity in volunteers with CD4
cell counts less than 3030.

CONCLUSIONS

This trial is ongoing. Although preliminary data suggest limitations related
to cellular immunogencity in volunteers with advanced CD4 depletion (counts
<300), confirmation awaits trial completion and final analysis (summer 1994).
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REPORT DATE: 08,/12/93 WORK UNIT = 8100
DETAIL SUMMARY SHEET

TITLE: Serum Penicillin Levels Following Intramuscular Injection of Benzathine
Penicillin

KEYWORDS: benzathine penicillin, serum penicillin levels
PRINCIPAL INVESTIGATOR: Ames, William CPT AN

SERVICE: Ireland Army Hospital, Fort Knox, Ki STATUS: Completed
APPROVAL DATE: Jul 1992

FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE
To study penicillin levels in serum of basic-training military personnel from 1
to 29 days after injection of benzathine penicillin.

TECHNICAI APPROACH

All trainees will be administered IM bicillin on the same day. Blood serum

levels will be drawn on each trainee on days 1, 8, 15, 22, and 29 after the

bicillin is administered. The serum will be centrifuged, decanted, and then
stored at the blood bank at -85 degrees C.

PRIOR AND CURRENT PROGRESS

During the first year of this study, 71 trainees were enrolled. Each subject
received IM bicillin on the same day. After administration of the drug, blood
was drawn on days 1, 8, 15, 22, and 29 (during July-August 1992). The serum
samples are presently being stored in a freezer at -85 degrees C until a
testing lab is found. There was no incidence of serious or unexpected adverse
reactions.

CONCLUSIONS
Use of humans in this research has been completed.
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REPORT DATE: 02/12/93 WORK UNIT = 1502
DETAIL SUMMARY SHEET

TITLE: CALGB 8945: A Phase II Study of Toremifene in Metastatic Breast Cancer

KEYWORDS: breast cancer, metastatic, anti-hormones

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1989
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To evaluate the objective response rate of Toremifene in patients with
mestastatic breast cancer who are ER and PgR negative. To evaluate duration of
response, time to progression, and survival; and to assess the toxicities of
Toremifene.

TECHNICAL APPROACH

All eligible patients will be assigned the same dose of oral Toremifene, 200 mg
twice/day. Treatment will continue until disease progresses or toxicity
occurs. Close monitoring for toxicities will be maintained.

PRIOR AND CURRENT PROGRESS
This study was suspended for accrual in December 1991. It officially closed
August 28, 1992. Two patients from WRAMC were entered on this study; the
latest one was from November 1991. No patients were entered during this
reporting period. The two patients from WRAMC experienced no adverse effects.
They both were removed from the study due to progressive disease. Both are
still alive and receiving other therapy. Several suspected adverse reactions
have been reported from the drug company and reviewed by the WRAMC IRB. The
~al accrual for this study from CALGB was 21 patients.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 01/22/93 WORK UNIT = 1504
DETAIL SUMMARY SHEET

TITLE: CALGB 8662 Monitoring Circulating Breast Cancer Associated Antigens
with the 15-3 Radioimmunoassay in Metastatic Breast Cancer

KEYWORDS: metastatic breast cancer, CAl15-3 antigens

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPRCVAL DATE: Jan 1990

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the predictive value of a given change in CAl5-3 values related to
a known clinical event (response, progression or stability)

TECHNICAL APPROACH

Ten cc of whole blood is drawn at the time of study entry, at each follow-up
visit, and at the time of relapse or disease progression. The plasma is mailed
on dry ice to the referenced laboratory

PRIOR AND CURRENT PROGRESS

A total of 21 patients from WRAMC have been entered on this study; 5 were
entered during this reporting period. The total national accrual is 338, with
a projected accrual of 400 patients. Blood samples continue to be obtained on
all patients at the specified time points. No patients have been withdrawn.
No adverse reactions have occurred.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 02/12/93 WORK UNIT = 1505
DETAIL SUMMARY SHEET

TITLE: CALGB 8963 Psychological Adaptation of Survivors of Acute Leukemia

KEYWORDS: psychosocial adaptation, survivors, leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Feb 1990
FUNDING: Current FY: $ 0 Previous FYs: §$ 0 Total: § 0

STUDY OBJECTIVE
To assess the long-term psychological impact of a devastating disease, such as
acute leukemia, and the impact of surviving treatment.

TECHNICAL APPROACH
The patient has one phone interview and completes one questionnaire from the
Department of Psychiatry at Memorial Sloan-Kettering.

PRIOR _AND CURRENT PROGRESS

A total of 11 patients from WRAMC have been entered on this study; the latest
one in February 1991. No patients were entered during this reporting period.
All interviews have been completed. No patients refused to participate after
initial consent. This is considered a low risk study; no adverse effects have
been seen. The total national accrual, to date, is 146. The projected accrual
is for 200 patients.

CONCLUSIONS
Analysis is ongoing; no conclusions have been reached.
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REPORT DATE: 03,/03/93 WORK UNIT = 1506
DETAIL SUMMARY SHEET

TITLE: CALGB 8922 Interleukin-2 in Acute Myelogenous Leukemia

KEYWORDS: AML, second remission, interleukin-2

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Feb 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the activity of interleukin-2 (IL-2) in prolonging remission in
acute myelogenous leukemia (AML) patients who are in second remission. To
monitor the effect of IL-2 on display.

TECHNICAL APPROACH

Patients will be randomized to receive or not receive IL-2. If IL-2 is
received, it will be given IV by constant infusion 5 days every 2 weeks for 2
months. Blood samples will be drawn before, during, and after treatment.
Samples will be drawn twice on patients who do not receive IL-2,

PRIOR _AND CURRENT PROGRESS

No patients from WRAMC have been entered into this study. The study was opened
in February 1990 and was suspended to patient accrual in November 1990. The
study officially closed August 24, 1992. Oncology group coordinators never
published a report on this study; therefore, no information about groupwide
enrollment or unexpected/adverse rea..:.-s can be reported.

CONCLUSIONS
Analysis is in progress.
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REPORT DATE: 11,/05/92 WORK UNIT = 1509
DETAIL SUMMARY SHEET

TITLE: CALGB 9011 A Study of Fludarabine Vs. Chlorambucil Vs. Both Drugs for
Chronic Lymphatic Leukemia

KEYWORDS: fludarabine, chlorambucil, crossover therapy

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Nov 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $§ 0

STUDY OBJECTIVE

To compare the response rates and progression free survival in previously
untreated chronic lymphatic leukemia (CLL) patients using three therapeutic
regimens; to determine whether the quality of life is superior in any one of
the regimens; to determine whether the two drugs fludarabine and chlorambucil,
are non-resistant by a crossover design for patients failing to respond to the
initial single agent.

TECHNICAL APPROACH

Randomized study for eligible CLL patients comparing the new drug fludarabine
with the standard treatment of chlorambucil, or with the two drugs given in
combination. Length of treatment depends on patient’s response, with the
maximum treatment being 2 years. Fludarabine is given intravenously for 5 days
every 28 days. Chlorambucil is given by mouth for 1 day every 28 days.

PRIOR AND CURRENT PROGRESS

One patient from WRAMC has been entered on this study. No patients have been
entered during this reporting period. The one patient completed six cycles of
fludarabine and ...ieved a complete remission. No unexpected toxicities were
obse ved. The primary toxicity was neutropenia which continued for
approximately 3 months post treatment. The benefit obtained was a complete
response. No patients have been withdrawn from the study. As of March 1992,
129 patients have been entered nationwide. The projected accrual is for 450
patients.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 11/05/92 WORX UNIT = 1510
DETAIL SUMMARY SHEET

TITLE: CALGB 9051 A Study of Combination Chemotherapy Plus Irradiation for
Early Stage Hodgkin's Disease

KEYWORDS: poor risk Hodgkin’s, limited chemotherapy, subtotal riodal radiation

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Nov 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To establish the response rate to three cycles of EVA and radiation therapy in
untreated patients with early stage, poor risk Hodgkin's disease. To establish
the short and long term complications of combined therapy. To assess patterns
of failure, relapse rate, disease-free survival and ~verall survival in
patients treated with EVA and subtotal nodal irradiation.

TECHNICAL APPROACH

All eligible patients will receive three cycles of chemotherapy at 28 day
intervals consisting of VP-16, vinblastine, and doxorubicin. This will be
followed by a total of 39 radiation treatments given with a 4 week break in
between.

PRIOR AND CURRENT PROGRESS

A total of four patients from WRAMC have been entered on this study; two during
this reporting period. No unexpected adverse reactions have been observed. No
patients have withdrawn. The two initial patients are in complete remission
and are being followed at WRAMC. The latter two are just completing their
~adiation. The study reached its accrual goal in June 1v¥92 and is now closed
to further patient registration.

CONCLUSIONS
The data is being analyzed. No conclusions have been reached.
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REPORT DATE: 11/05/92 WORK UNIT = 1511
DETAIL SUMMARY SHEET

TITLE: CALGB 908l: An Intergroup Study of Rectal Cancer Adjuvant Therapy

KEYWORDS: adjuvant chemotherapy, post-op radiation, poor prognosis

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Nov 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the efficacy of: (1) 5FU, (2) 5FU and leucovorin, (3) SFU and
levamisole, and (4) SFU, leucovorin, and levamisole when combined with pelvic
radiation therapy in the treatment of Stages B-2 and C rectal cancer.

TECHNICAL APPROACH

This is a four-armed study with the same radiation therapy program in all arms,
but with varying drug regimens. All eligible patients will be randomized to
receive one of four treatment arms with 5FU and radiation being the control arm
of the study. All arms receive two courses of chemotherapy, radiation therapy
along with two courses of chemotherapy, and then two additional courses of
chemotherapy.

PRIOR AND CURRENT PROGRESS

A total of six patients from WRAMC have been entered on this study. Two of
those patients have been entered this reporting period. No unexpected
toxicities have been observed from any of the treatment arms. No patients have
withdrawn from the study. None of these patients have had recurrence of their
cancer, This study will be closed to new patient accrual November 1992. Ve
will continue *n follow the six patients for recurrence.

CONCLUSIONS
No conclusions have been reached.

77




REPORT DATE: 12/15/92 WORK UNIT = 1513
DETAIL SUMMARY SHEET
TITLE: CALGB 8923 Randomized Studies of Induction Therapy Adjuncts and
Intensification Therapy Regimens for Older Patients with Acute
Myelocytic Leukemia

KEYWORDS: AML, over age 60, growth factors

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1930
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $§ 0

STUDY OBJECTIVE

To determine the effect of GM-CSF on the rates of complete remissions (CR) and
hypoplastic deaths in elderly patients treated with daunorubicin and Ara-C
induction therapy; to compare the incidence nf infections, time to bone marrow
recovery with T!{-CSF vs. placebo; to determine the incidence and significance
of leukemic regrowth using GM-CSF; and to determine the ef{icacy of two
different post-remission intensification therapies in prolonging disease-free
survival.

TEC!INICAL APPROACH

All eligible patients over age 60 will be randomized to receive standard Ara-C
and daunorubicin with blinded study drug of GM-CSF or placebo. Those patients
who attain a CR after induction are randomized again to receive an
intensification of four additional courses of Ara-C or two caurses of
Ara-C/mitoxantrone.

PRIOR AND CURRENT PROGRESS

iwo patientes from WRAMC have been entered on this study; none dur.ng the past
year. Both patients have been removed from the study; one for progressive
disease and the other for progressive disease following 10 months of cytopenia.
The former patient died of the disease; the second patient is being followed
for survival. No unexpected toxicities have been observed. No patients have
been withdrawn for reasons other than disease progression. A total of 257
patients have been entered nationwide; 97 during the past year. The projected
accrual is for 384 patients,

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 12/15/92 WORK UNIT = 1514
DETAIL SUMMARY SHEET

TITLE: CALGB 9021 Induction Therapy for Relapsed or Refractory Acute
Myelocytic Leukemia or Blast Crisis of Chronic Myelocytic Leukemia

KEYWORDS : AML/CML, induction study, growth factor priming

PRINCIPAL INVESTIGATCR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To compare response rates of patients with refractory or relapsed acute
myelocytic leukemia (AML) and untreated blast crisis of chronic myelocytic
leukemia (CML) treated with GM-CSF plus high dose cytarabine to high dose
cytarabine alone; to evaluate the toxicity ol high dose cytarabine alone and
with GM-CSF added; to evaluate in vivo and in vitro effects of GM-CSF on
leukemic blood and bone marrow: and to correlate patient response with in vitro
.studies of the cells.

TECHNICAL APPROACH

This is a study of induction therapy alone. Eligible patients with relapsed or
refractory AML or untreated blast crisis of CML will be randomized to receive
IV GM-CSF vs placebo 2-5 days before, during, and 24 hours after high dose
Ara-C induction therapy. If a complete remission is not achieved, a second
induction will be given. Bone marrow and blood samples will be obtained before
and after GM-CSF and at specified intervals thereafter. Responders are
monitored until relapse.

PRICR AND CURRENT PROGRESS

No patients f£rom WRAMC have been entered on this study. A total of 84 patients
have been entered nationwide; 55 this past year. The projected accrual is for
282 AML patients and 98 CML patients. There was no incidence of serious or
unexpected adverse reactions.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 10/15/92 WORK UNIT = 1516-84
DETAIL SUMMARY SHEET

TYTLE: CALGB 8364: Immunological Diagnostic Studies in Adult ALL

KEYWORDS: immunology, lymphocyte, leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Oct 1983
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the incidence of various monoclonal antibodies’ cytochemical and
conventional lymphoid markers in adult acute lymphatic leukemia (ALL). To
correlate the presence of the various markers with the initial and subsequent
clinical characteristics of the disease, response rate, and response duration.
To determine if marker status changes at relapse.

TECHNICAL APPROACH

Non-randomized study in which all eligible patients being entered on the ALL
treatment protocol agree to allow prior to the initiation of therapy the
submission of six air-dried unstained BM smears for confirmatory cytochemical
studies and 2cc of bone marrow aspirate, along with 7 cc of peripheral blood to
a designated CALGB reference laboratory. The same set of samples is again
obtained at relapse.

PRIOR AND CURRENT PROGRESS

This study opened in June 1983 as a companion to ALL treatment studies. A
total of 25 patients have been entered from WRAMC:; 3 of those since the last
reporting period. Fourteen patients have died; 1l patients continue to be
followed for relapse. No adverse effects have been noted from the blood or
bone marrow sampling. No benefit to the patients has been cited. A total of
570 patients have been entered nationwide.

CONCLUSIONS
Study is ongoing. No conclusions have been reached.
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REPORT DATE: 02/12/93 WORK UNIT = 1517
DETAIL SUMMARY SHEET

TITLE: CALGB 9013: Alpha Interferon and Cyctarabine for Untreated Chronic
Myelogenous Leukemia

KEYWORDS: untreated CML, Philadelphia chromosome

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Feb 1961
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine whether the combination of low dose Ara-C and alpha interferon
(IFN) can reduce or eliminate the Ph + cells in previously untreated patients
with chronic phase chronic myelogenous leukemia (CML); to assess response rate,
duration of response, and survival of patients with CML treated with this
regimen; to define safety and toxicities of this treatment; and to investigate
concordarce of Ph - and Ph + cells between blood and bone marrow as remission
is achieved. :

TECHNICAL APPROACH

All eligible patients will have blood and bone marrow samples sent for
cytogenetic analysis. Only Ph + patients will be eligible. Blood and bone
marrow samples will be repeated at 6 month intervals. Eligible patients will
be started on subcutaneous injections of Ara-C twice per day, and subcutaneous
injections of alpha IFN daily. Blood counts will uve obtained weekly and the
doses adjusted according to results. Complete or partial responders will be
treated for a total of 18 months. Patients with stable disease will receive 12
months of treatment.

PRIOR AND CURKENT PROGRESS

A total of 56 patients nationwide have been entered on this study; 32 during
this past year. No patients from WRAMC have been entered. The projected
accrual is for approximately 80 patients. No reports of adverse reactions from
the otherinstitutions have been received.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 02/12,93 WORK UNIT = 1518
DETAIL SUMMARY SHEET

TITLE: CALGB 8761: Prognostic Implications of Chromosomal Abnormalities in
Chronic Myelogenous Leukemia

KEYWORDS: companion study, CML

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Feb 1991
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE

To determine the chromosome 22 translocation breakpoint for previously
untreated chronic myelogenous leukemia (CML) patients; to determine the
correlation between the breakpoint and patient characteristics at presentation,
during clinical course, and at time Jf blast crisis; and to determine by
sequential samples whether breakpoint location char-~es during the course of the
disease or at time of progression.

TECHNICAL APPROACH

Bone marrow samples (2 ml) and blood samples (40 ml) are obtained prior to
treatment, after second treatment cycle, and every 6 months thereafter.
Samples are also obtained during blast crisis. The samples are mailed to the
reference lab for analysis. These samples are obtained during regularly
scheduled blood and bone marrow sampling required for treatment.

PRIOR AND CURRENT PROGRESS

This study is a companion to the treatment study for CML. No patients from
WRAMC have been entered on this study or the treatment study. The total
nat.vual accr--1, to date, is 121; 32 during the past year. The projected
accrual is for 200 patients. No reports of adverse reactions from the other
institutions have been received.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 03,12/93 WORK UNIT # 1519
DETAIL SUMMARY SHEET

TITLZ: CALGB 9142 Comparison of Chemotherapy Vs. Chemohormonotherapy in
Premenopausal Women with Stage II Receptor Positive Breast Cancer

KEYWORDS: breast cancer, node positive, receptor positive

PRINZCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Mar 1991
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To compare the recurrence rates, disease-free intervals, and hormone receptor
positive survival for premenopausal women with lymph node positive breast
cancer given adjuvant therapy with cytoxan, Adriamycin, and 5-fluorouracil
{CAF) chemotherapy alone, or chemotherapy fcllowe ' by zoladex, or chemotherapy
followed by zoladex and tamoxifen. To compare the relative toxicities of these
three regimens, and to assess their effect on blood hormone levels.

TECHNICAL APPROACH

All eligible patients will receive a 6 month course (six cycles) of standard
CAF therapy. Initially, they will be randomized to receive an additional 5
years of zoladex, receive an additional 5 years of zoladex and tamoxifen, or
end therapy following CAF.

PRIOR AND CURRENT PROGRESS

A total of nine patients from WRAMC have been entered on this study. Two of
those were entered during this reporting period and are still receiving
chemotherapy. No adverse reactions have been observed. The remaining seven
patients are still being followed for evidence of recurrence. No patients have
withdrawn from the study. A total of 850 patients have been entered
nationwide. The projected accrual is for 1500 patients.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 03,/12/93 WORK UNIT = 1520

DETAIL SUMMARY SHEET
TITLE: CALGB 9143 Comparison of Combination Chemotherapy with the CAF Regimen
Vs. A l6-week 6-Drug Regimen for Stage II Receptor Negative Breast
Cancer

KEYWORDS: breast cancer, adjuvant therapy, node positive

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Mar 1991
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE

To compare disease-free and overall survival in node-positive,
receptor-negative breast cancer patients receiving adjuvant cytoxan,
Adriamycin, and 5-fluorouracil comcomitantly (CAF) or a 16-week multi-drug
regimen. To compare toxicities of adjuvant CAF and a 16 week multi-drug
regimen.

TECHNICAL APPROACH

Eligible patients are randomized to receive either six 28-day courses of CAF or
the 16-week multi-drug regimen. If randomly assigned to the second treatment,
a central venous catheter is inserted prior to treatment.

PRIOR AND CURRENT PROGRESS

No patients from WRAMC have been entered on this study. A total of 48 patients
have been entered nationwide. The projected accrual is for 630 patients. The
latest CALGB review reports 53% of the evaluable patients had grade 4
toxicities, primarily hematologic. No unexpected toxicities were observed.

The toxicities - re slightly higher in the multi-drug treatment arm.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 04/16/93 WORK UNIT # 1521-91
DETAIL SUMMARY SHEET
TITLE: CALGB 9194: Comparison of Adjuvant Chemotherapy with Concurrent or
Delayed Tamoxifen vs. Tamoxifen Alone in Postmenopausal Patients with
Receptor Positive Stage Il Breast Cancer

KEYWORDS: postmenopausal, lymph node positive, receptor positive

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Apr 1931
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE

To compare disease-free survival and overall survival of postmenopausal primary
breast cancer patients with involved axillary nodes and positive estrogen
and/or progesterone receptors treated with r-andard adjuvunt therapy with
long-term tamoxifen, or with chemoendocrine therapy with combined cytoxan,
Adriamycin, and 5-fluorouracil (CAF) followed by long-term tamoxifen, or with
concurrent chemoendocrine therapy with tamoxifen and CAF.

TECHNICAL APPROACH

Eligible patients will be randomized to receive one of three treatment arms:
tamoxifen alone for 5 years, six courses of CAF followed by tamoxifen for 5
years, or six courses of CAF with concurrent tamoxifen for 5 years.

PRIOR AND CURRENT PROGRESS

This study opened April 1991. A total of two patients from WRAMC have been
entered; both within the past month. One patient is receiving CAF with
concurrent tamoxifen. The other patient was assigned tamoxifen alone. No
une.., .cted toxicities have been observed. No patients have been withdrawn from
the study. The total nationmal accrual is 89; 35 o. those were registered
during this reporting period. The projected national accrual is for 1,410
patients.

CONCLUSIONS
None. Analysis is ongoing.
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REPORT DATE: 09,/27/93 WORK UNIT = 1522-84
DETAIL SUMMARY SHEET

TITLE: CALGB 8461: Cytogenic Studies in Acute lLeukemia: A Companion to CALGB
8011, 8323, 8321, and 8411

KEYWORDS: cytogenetics, acute leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Sep 19384
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $

STUDY OBJECTIVE
To determine the incidence of specific chromosome abnormalities in adult acute

non-lymphatic leukemia (ANLL) and acute lymphatic leukemia (ALL).

TECHNICAL APPROACH
All eligible patients are registered to this companion to treatment protocols.
A specimen of marrow and blood is obtained at diagnosis and again at relapse.

PRIOR AND CURRENT PROGRESS

The total national accrual is approximately 2,300 patients; with approximately
350 of those entered this reporting period. A total of 75 patients from WRAMC
have been entered on this study; 6 were entered during this reporting period.
Relapse samples continue to be sent, as appropriate. No adverse events have
occurred. No patients have withdrawn from the study.

CONCLUSIONS
Analysis is ongoing. Projected accrual is to continue until 1998.

86




REPORT DATE: 04/16/93 WORK UNIT = 1522-91
DETAIL SUMMARY SHEET

TITLE: CALGB 9064: Analysis of Neuroendocrine Markers on Tissue Blocks in
Patients with Stage ITIA Non-Small Cell Lung Cancer

KEYWORDS: tissue blocks, retrospective analysis

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Apr 1991
FUNDINC: Current FY: § 0 Previous FYs: $ 0 Total: $ 0

STUDY OBJECTIVE

To analyze pathology specimens before and after chemotherapy for neuroendocrine
markers, carcinoembryonic antigen (CEA), and pl85neu to determine if
correlation exists between response and/or survival with these markers. To
compare pre and post chemotherapy specimens for intensity and percentage of
cells positive for neuroendocrine markers, CEA, and pl85neu. To correlate
light microscopic characteristics with neuroce.wocrine markers, CEA, pl85neu,
and clinical parameters.

TECHNICAL APPROACH

Patients must first be registered on the treatment study CALGB 8935. The
patient is then registered for this companion study. Tissue blocks are mailed
to the reference laboratory for analysis. At completion of the review, tissue
blocks will be returned to WRAMC.

PRIOR AND CURRENT PROGRESS

WRAMC participation in this study has been completed. Three patients from
WRAMC were treated on CALGB 8935. Tissue blocks on all three patients were
sent for analys.>, and all three patients have subsequently died of their
disease. This study consisted of pathology ...alysis only; there were no risks
to the patients. A total of 40 patients have been entered nationwide; 24 of
those during this reporting period. The WRAMC patients were entered during
1991; none during this reporting period. The study is now completed.

CONCLUSIONS
Analysis is ongoing.
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DETAIL SUMMARY SHEET

TITLE: CALGB 9130: A Trial of Chemotherapy and Radiation with or Without
Carboplatin for Inoperable Lung Cancer

KEYWORDS: lung cancer, chemotherapy, radiation therapy

PRINCIPAL INVESTIGATOR: Weiss, Raymond M.D.

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1992
FUNDING: Current FY: $ 0 Previous FY¥s: § 0 Total: §$ 0

STUDY OBJECTIVE

To determine if the concurrent addition of carboplatin during radiation therapy
for Stage IIIA and IIIB inoperable, non-small cell lung cancer will prolong
survival and improve local disease control; to determine if the improvement in
survival, if any, is related to disease stage: tumor (T) status and nodal
status; and to determine if the improvement in survival, if any, is related to
tumor size.

TECHNICAL APPROACH

All eligible patients will be randomized to receive one of two treatments: (1)
chemotherapy and vinblastine weekly x5, with cisplatin given on the first and
last week (a 3 week rest period will be given, followed by a 6 week course of
radiation therapy); or (2) the same treatment as #1, with the addition of the
drug carboplatin given on the first treatment day of the week during radiation.
The total treatment time for both would be 4-5 months.

PRIOR AND CURRENT PROGRESS

One patient from WRAMC has been entered on this study. This patient has
achieved a partial .esponse to the disease. No seriuus or unexpected adverse
reaction. have been observed. No patients were cnrolled and then withdrawn.
The total national accrual is 68, with a total projected accrual of 270
pateints. )

CONCLUSIONS _
No conclusions have been reached.
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REPORT DATE: 01/14/91 WORK UNIT # 1526-92
DETAIL SUMMARY SHEET

TITLE: CALGB 9140: A Phase III Study of CAF-Leucovorin vs. *CAF for Visceral
Crisis Breast Cancer

KEYWORDS: metastatic disease, chemotherapy, leucovorin

PRINCIPAL INVESTIGATOR: Weiss, Raymond M.D.

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To compare the response rates, duration of response, time to treatment failure,
and survival of patients with metastatic breast cancer treated with cytoxan,
Adriamycin, and S5-fluorouracil (CAF) versus patients treated with CAF plus
leucovoria; and to compare the toxicity expzrienced by the two treatment
groups.

TECHNICAL APPROACH }

All eligible patients will be randomized to receive one of two treatment arms:
(1) CAF every 3 weeks; or (2) CAF and leucovorin every 21 days. The treatment
may continue as long as 1 year.

PRIOR AND CURRENT PROGRESS

Two patients from WRAMC have been enrolled on this study. No serious or
unexpected adverse reactions were observed. Both patients were removed from
the therapy due to progressive disease; one after four cycles of therapy, and
the other after two cycles. No benefit to the patient was determined. The
total accrual for this study is 32 patients. The projected accrual is for 240
patients.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 01/14/93 WORK UNIT # 1527-92
DETAIL SUMMARY SHEET

TITLE: CALGB 9190: A Trial of Postoperative Interferon in Resected High Risk
Melanoma

KEYWORDS: high-dose interferon, low-dose interferon, observation

PRINCIPAL INVESTIGATOR: Weiss, Raymond M.D.

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1992
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $§

STUDY OBJECTIVE

To establish the efficacy of interferon alfa-2b as an adjuvant in increasing
the disease-free survival and overall survival in patients at high risk for
recurrence after definitive surgery for deep primary lesions or after regional
lymph node recurrence.

TECHNICAL APPROACH

Eligible patients are randomized to receive one of three treatment plans: (1)
high dose interferon for approximately 1 year; (2) low-dose interferon for
approximately 2 years; or (3) observation only - frequent follow-up for 2
years, then annually. Those patients randomized to receive interferon will be
trained to self-administer their subcutaneous injections at home.

PRIOR AND CURRENT PROGRESS
No patients from WRAMC have been entered on this study thus far. The total
CALGB accrual is 27. The projected accrual is for 498 patients.

CCNCLUSIONS
No conclusions have been reached.
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REPORT DATE: 01/14/93 WORK UNIT # 1528-92
DETAIL SUMMARY SHEET

TITLE: CALGB 9195: A Trial of Adjuvant Chemoradiation vs. Observation After
Gastric Resection of Adenocarcinoma

KEYWORDS: post gastrectomy, adjuvant therapy, observation

PRINCIPAL INVESTIGATOR: Weiss, Raymond M.D.

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To compare overall and disease-free survival between patients treated with
gastrectomy only and those treated with gastrectomy plus adjuvant therapy; to
compare the incidence and patterns of disease failure between these two groups
of patients; and to assess patient tolerance of upper abdominal chemoradiation
after gastric resection.

TECHNICAL APPROACH

Eligible patients will be randomized to receive either adjuvant chemoradiation,
consisting of five courses of 5-fluorouracil and leucovorin plus one course of
radiation, or to observation only. This arm would consist of close observation
for symptoms of recurrence over a 2 year period, then annual follow-up
thereafter.

PRIOR AND CURRENT PROGRESS

No patients have been enrolled on this study from WRAMC. Those patients
referred for evaluation were either ineligible from a surgical recovery
standpoint or did not consent. A total of 50 patients have been entered
nationwide. The ; »jected accrual is for 350 patier*s. There has been no
incidence of serious or unexpected adverse reactions.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 04/16/93 WORK UNIT = 1531-92

DETAIL SUMMARY SHEET

TITLE: CALGB 9160: A Phase III Trial of High Dose Cyclophosphamide With G-CSF
With or Without Amifostine

KEYWORDS: solid tumors, no standard therapy, chemoprotective agent

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD, DAC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Apr 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine whether the addition of WR-2721 will ameliorate the depth of
granulocyte and/or platelet nadirs or the duration of granulocyte and/or
platelet nadirs in cancer patients receiving intensive cyclophosphamide
combined wi*» granulocyte macrophage colony-stimulating factor (GM-CSF). To
determine whether WR-2721 will lessen the clinically significant sequela of
intensive cyclophosphamide therapy.

TECHNICAL APPROACH

All eligible patients will receive high dose cyclophosphamide, Mesna, and
GM-CSF. They will be randomized to receive or not receive WR-2721 with their
treatments. Treatment cycles will be repeated every 15 days. All patients
responding with a partial remission or complete remission after four doses can
be continued on treatment while they continue to respond.

PRIOR AND CURRENT PROGRESS

This study has been open 12 months. WRAMC has entered a total of four
patients. These four have been the only patients registered. The projected
accrual for this study is 42. Two of the WRAMC patients :.._.e removed from
study due to progressive disease; they both F-ve died of their disease. One
patient was removed from the study due to toxocity (hematologic) and
hypotension (from the WR-2721). The fourth patient has had a partial remission
and is still receiving therapy. He is on cycle six and is receiving WR-2721.
No unexpected toxicities have been observed. No patients have been withdrawn
other than those mentioned previously.

CONCLUSIONS
Analysis is ongoing.
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REPORT DATE: 06/16/93 WORK UNIT = 1532-92
DETAIL SUMMARY SHEET

TITLE: CALGB 9261 A Phase I sStudy of Topotecan and Cisplatin

KEYWORDS: solid tumor, Phase I, topotecan/cisplatin

PRINCIPAL INVESTIGATOR: Weiss, Raymond M.D.

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jun 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To define the maximum tolerated dose of cisplatin that can be administered with
a fixed dose of topotecan, and to determine the toxicities of the combination.

TECHNICAL APPROACH

All eligible patients, when registered, will be assigned a specific dose of
cisplatin and topotecan. There will be three patients per dose level. An
evaluation of all patients will be done weekly to determine toxicities. The
doses of cisplatin will be escalated with each cohort of three patients until
the maximum tolerated dose for that level has been determined.

PRIOR AND CURRENT PROGRESS

A total of 16 patients from WRAMC have been entered on this study. The total
national accrual is 26. The dose levels ranged from 1 to 7. Four patients
have died of progressive disease, one died of probable coronary disease, five
were removed from therapy after they reached their dose limiting toxicity, five
were removed due to progressive disease, and one patient continues therapy on
the first dose level (since August 1992) with a partial response. No
unexpected toxicities have been observed. Grade 3 and 4 hematologic toxicity
did occur in all patients. Colony stimulating factors were added to the
treatment plan with addendum 5 to overcome this.

CONCLUSIONS
No conclusions have been reached. Analysis is ongoing.
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REPORT DATE: 06,/15/93 WORK UNIT = 1560-87
DETAIL SUMMARY SHEET

TITLE: CALGB 8642: A Master Protocol to Study Single Agent “hemotherapy Vs.
Standard Chemotherapy for Advanced Breast Cancer

KEYWORDS: chemotherapy, cancer, breast

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jun 1987
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To evaluate single Phase II agents in achieving responses in previously
untreated metastatic breast cancer patients.

TECHNICAL APPROACH

Randomized stu~:; in which all eligible patients receive either standard
cytoxan, Adriamycin, and 5-fluorouracil (CAF) therapy or « Phase II agent.
Those randomized to receive a Phase Il agent are treated for two cycles, then
reevaluated for response or progression. If progression occurs, they are
switched to CAF therapy. The next Phase Il drug treatment arm, using
alsamitrucin, was approved by the CALGB June 1992 for limited institutions.

PRIOR AND CURRENT PROGRESS

The total national accrual to date is 336 patients; 35 registered during this
reporting period. The total WRAMC accrual is 17; / have died of progressive
disease, 3 were removed from treatment due to progressive disease, 2 achieved a
comple response and refused further therapy, and 5 remain on therapy. Six
WRAMC patients entered the study this reporting period; four of them received
elsamitrurin. No unexpected or serious adverse reactions were ob..rved. One
patient refused therapy after attaining a complete resporse after seven cycles,
and remains in complete remission.

CONCLUSIONS
No conclusions have been reached. Analysis is ongoing.
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REPORT DATE: 10,/15/92 WORK UNIT = 1573-87
DETAIL SUMMARY SHEET

TITLE: CALGB 8762: Molecular Subtypes in Acute Lymphatic Leukemia with
Philadelphia Chromosome

KEYWORDS: Philadelphia chromosome, ALL

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Oct 1987
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the incidence of pH positivity in patients with previously
untreated acute lymphatic leukemia (ALL).

TECHNICAL APPROACH

Non-randomized comparison study in which all eligible patients who consant
allow a sample of blood and bone marrow to be sent to a reference laboratory at
the time of diagnesis, first intensification, and at relapse.

PRIOR AND CURRENT PROGRESS

A total of six patients from WRAMC have been entered on this study; one patient
during this reporting period. One patient was removed from study after a
revised diagrnosis. The five remaining continue to be followed for relapse. No
adverse effects have been noted from blood and bone marrow sampling. No
benefit to the patients has been realized. A total of 161 patients have been
entered nationwide; 23 during the past year. The projected accruai is 250.

CONCLUSIONS
Analysis is ongoing.
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REPORT DATE: 10/15/92 WORK UNIT = 1574-87

DETAIL SUMMARY SHEET

TITLE: CALGB 8763: Immunoglobulin and T Cell Receptor Gene Rearrangement in
Adult Acute Lymphatic Leukemia

KEYWORDS : immunoglobulin, T-cell receptor, ALL

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Oct 1987
FUNDING: Current FY: §$ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the incidence of Ig and T-cell receptor gene rearrangements from
samples of patients with previously untreated adult acute lymphatic leukemia

(ALL).

TECHNICAL APPROACH

Nen-randomized companion study in which all eligible patients who consent allow
a sample of bone marrow and blood to be sent to CALGB reference laboratory at
the time of diagnosis, prior to first intensification, and at relapse.

PRIOR AND CURRENT PROGRESS

A total of seven patients from WRAMC have been entered on this study; one
during this reporting period. Blood and bone marrow samples are being obtained
concurrently with the scheduled diagnostic bone marrows. No adverse reactions
have occurred. No benefit to the patients has been cited. A total of 195
patients have been entered nationwide; 25 during this reporting period. The
projected accrual is 250.

CONCLUSIONS
Analysis is ongoing.
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REPORT DATE: 12,/10,92 WORK UNIPT = 1577-80
DETAIL SUMMARY SHEET
TITLE: CALGB 8361: Immunologic Diagnostic Studies in AML iblood drawing
phase,; previously CALGB 7921): A Comparative Study of 3} Remission
Induction Regimens and 2 Maintenance Regimens for AML (treatment
phase); previously CAlLGB 8321
KEYWORDS . immunology, oncology. leukemia

PRINCIPAL INVESTIGATOR: Weiss. Raymond MD

DEPARTMENT: Department of Medicine STATUS. Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1981
FUNDING: Current FY: § 0 Previous FYs § 0 Total: § 0

STUDY OBJECTIVE

a) To determine the incidence of various markers in acute myelogenous leukemia
(AML); b) To correlate the presence of these m:urkers and the surface antigen
phenotype thev determine with the FAB histological classification: and c) To
correlate the presence of the various markers with the initial and subsequent
clinical characteristics of the disease.

TECHNICAL APPROACH

All eligible patients are registered prior to the initial therapy. From the
diagnostic bone marrow procedure, 2 cc of bone marrow and 7 cv of peripheral
blood are collected and sent by express mail to the CALGB reference laboratory
for analysis and confirmation of classification. Samples are again obtained at
relapse.

PRIOR AND CURRENT PROGRESS

A total of 60 patients from WRAMC have been entered on this study. one patient
was entered this past year. Blood and bone marrow samples were ~htained. No
serious and, or unexpected adverse reactions have bee:n observed. No benefit to
the patient has been noted. No patients have been withdrawn from the study. A
total accrual of 1,764 has been reached nationwide; 139 during the past year.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 0122 93 WORK, UNIT = 1579-.88
DETAIL SUMMARY SHEET

TITLE: CALGB 8861: Monitoring Circulacing Breast Cancer-Associated 13-}
Antigen in Stage Il Breast Cancer

FEYWORDS © antigen. breast cancer. Stage II

PRINCIPAL INVESTIGATOR Weiss. Ravmond MD

DEPARTMENT: Department of Medicine STATUS. Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1988
FUNDING: Current FY: §$ 0 Previous FYs: § 0 Tocal. § 0

STUDY OBJECTIVE
To evaluate the predictive value of rising CAl5-3 levels in patients who are
clinically free of recurring disease.

TECHNICAL APPROACH

Ten cc of whole blood is collected prior to first therapv, at 28 day intervals
during therapy, at 4 month intervals for 2 years, and then every 6 months for «
years. Blood is processed at WRAMC and shipped to CALGB approved reference
laboratory for analysis.

PRIOR AND CURRENT PROGRESS

A total of 14 patients from WRAMC have been entered on this study, with no new
patients entered during this reporting period. Blood samples continue to be
obtained on follow-up visits. No patients have been withdrawn, and no adverse
effects have been observed. The total natinnal accrual for this study is 344;
the projected accrual is for up to 750 patients.

CONCLUSIONS
A.«iysis ls ongoing. No conclusions have been reached.

98




r-.--.--.----.------II-I-.I-.IIIIllIIII-I--------r—~

REPORT D J9/27/93 WORK UNIT #» 1584-88
NETAIL SUMMARY SHEET

TITLE: CALGB 8896: An Intergroup Study of Adjuvant Therapy of Primary Colon
Cancer

KEYWORDS : chemotherapv, adjuvant, colon cancer

PRINCIPAL INVESTIGATOR: Weiss. Raymond MD

DEPARTMENT: Department of Me.'icine STATUS: Completed
SERVICE: Cancer & Leu' .- Group B APPROVAL DATE: Sep 1988
FUNDING: Current FY: § B Previous FY3: § 0 Tocal: § 0

STUDY OBJECTIVE

To compare relative toxicity and efficacy of three approaches (low dose
leucovorin + SFU, high dose leucovr~in + SF', observacion) to treatment of
patients with Duke’s B or C colon cance. post-curitive surgery.

TECHNICAL APPROACH

Randomize. study in which all eligible paticnts will ke stratified according to
extent, obstruction, and metastasis to receive surgery alone, surgery followed
by low dose chemotherapy, or high dose chemotherapy.

PRIOR AND CURRENT PROGRESS

A total of approximately 3800 patients were entered naczonally; the study
closed to new patient accrual July 1992. No new patients were entered this
reporting period. A total of 12 patients from WRAMC have been entered on this
study. Two WRAMC patients have had recurrence of disease; one has died. The
remaining 10 WRAMC patients have completed therapy and continue to be followed.
No serious or unexpected adverse reactions have occurred. No patients have
been withdrawn from the study.

CONCLUSINNS
The data is being analyzed. No conclusions have been reached. This study
should be closed at WRAMC.
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REPORT DATE: 01/13/93 WORK UNIT # 1590-89

DETAIL SUMMARY SHEET
TITLE: CALGB 8852: A Study of CHOPE in Diffuse Lymphomas
KEYWORDS: lymphoma, CHOPE, high-dose

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1989
FUNDING: Current FY: § 0 Previous FYs: §$ 0 Total: $ 0

STUDY OBJECTIVE

To identify the maximum tolerated dose of cyclophosphamide, doxorubicin,
vincristine, prednisone and etoposide (CHOPE) in the treatment of lymphoma, and
to assess the safety of giving multiple cycles of high-dose CHOPE therapy.

TECHNICAL APPROACH

Standard doses of CHOPE will be given to the first 20-25 patients enrolled. If
tolerated, the doses will be escalated for the next groups sequentially, until
the maximum tolerated dose is reached.

PRIOR AND CURRENT PROGRESS

This study opened January 1989. A total of three patients were enrolled from
WRAMC during the first year; all subsequently died of their disease. No
patients have been enrolled from WRAMC since then. The study was suspended in
May 1990, and reopened with escalated doses in January 1992. The addition of
granulocyte colony factors was added to the treatment for more rapid recovery
of granulocytes.

CONCLUSIONS
Analysis is r~going; no conclusions have been reached.
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REPORT DATE: 04/16/93 WORK UNIT =# 1595-89
DETAIL SUMMARY SHEET

TITLE: CALGB 8961 RAS Mutations in Myelodysplasia

KEYWORDS: RAS, oncogenes, myelodysplasia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Apr 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE
To determine the prevalance of mutant RAS genes in myelodysplasia. To
determine if the presence of such a mutation predicts subsequent leukemic

development.

TECHNICAL APPROACH

Non-randomized, non-treatment protocol in which all eligibie patients are
registered. Blood and bone marrow samples and slides are obtained at entry and
again when acute leukemia develops.

PRIOR _AND CURRENT PROGRESS

A total of six patients from WRAMC have been entered on this study; two during
this reporting period. The total national accrual is 116 patients; 24 of those
during this reporting period. This study involves submission of blood and bone
marrow samples only. No serious or unexpected adverse reactions have occurred,
and no patients have withdrawn their consent. No benefit to the patiert has
been determined.

CONCLUSIONS
Analysis is ;oing.

101




REPORT DATE: 08,/13/93 WORK UNIT = 1596 -89
DETAIL SUMMARY SHEET

TITLE: CALGB 8897 Evaluation of Adjuvant Therapy for Node Negative Primary
Breast Cancer, Phase I1I

KEYWORDS: adjuvant, node negative, breast cancer

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Aug 1989
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To compare disease-free survival and overall survival of high risk, primary
breast cancer patients with negative axillary lymph nodes treated with standard
CMF or CAF chemotherapy. To assess value of the addition of tamoxifen in these
patients.

TECHNICAL APPROACH

fthis is a complicated study in which eligible patients are registered as low,
uncertain, or high risk patients. Low risk patients are fcllowed with no
therapy. Uncertain risk patients undergo flow cytometry to be categorized as
low or high. Those categorized as high risk patients, plus all other known
high risks, are then randomized to CMF, CMF with tamoxifen, CAF, or CAF with
tamoxifen.

PRIOR AND CURRENT PROGRESS

A total of 34 patients have been entered on this study from WRAMC; 3 were
entered during this reporting period. The total national accrual is
approximately 4000 patients; 89 of those during this reporting period. No
serious o. unexpected adverse reactions have been repc. .:d. No patients from
WRAMC have withdrawn from the study. The study closed to new accrual February
1993. All WRAMC patients have now completed treatment. This study is now
being closed. All patients will continue to be followed for relapse.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 08,/13/93 wORK UNIT = 1598-39
DETAIL SUMMARY SHEET

TITLE: CALGB 8952 Combination Chemotherapy for Advanced Hodgkin's Disease,
Phase III

KEYWORDS: chemotherapy, Hodgkin’'s disease

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Aug 1989
FUNDING: Current FY: § 0 Previous FYs: §$ 0 Total: $ 0

STUDY OBJECTIVE

To compare ABVD to the MOPP/ABV hybrid as therapv for patients with Hodgkin'’s
disease in terms of complete response rates, disease-free survival,
failure-free survival, and both intermediate and long-term toxicities.

TECHNICAL APPROACH

Randomized study in which eligible patients receive either ABVD or the MOPP/ABRV
hybrid combination for a minimum of six cycles unless progression is
documented.

PRIOR AND CURRENT PROGRESS

A total of six patients from WRAMC have been entered on this study; two of
those during this reporting period. A national total accrual of 450 patients
has been reported; 82 of those during this reporting period. No adverse or
unexpected reactions have been reported. No patients have been witharawn from
the study. The study is ongoing with a projected accrual rate of 900 patients.

CONCLUSIONS
No ..nclusions have been reached.
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REPORT DATE: 12/14/92 WORK UNIT = 1243
DETAIL SUMMARY SHEET

TITLE: Percutaneous Balloon Valvuloplasty for Patients with Mitral Stenosis or
Aortic Stenosis: A Pilot Study

KEYWORDS: valvuloplasty, aortic stenosis, mitral stenosis

PRINCIPAL INVESTIGATOR: Laird, John MAJ MC
ASSOCIATES: Wortham, Dale, COL MC; Prewitt, Kerry MAJ MC

DEPARTMENT: Department of Medicine STATUS: Terminated
SERVICE: Cardiology Service APPROVAL DATE: Oct 1986
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0]

STUDY OBJECTIVE
To determine the efficacy of percutaneous balloon valvuloplasty (PBV) in adults

with aortic or mitral stenosis,

TECHNICAL APPROACH

Symptomatic patients with mitral stenosis and aortic stenosis will be offered
PBV as an option to standard surgical valve replacement. PBV will be performed,
with immediate and short-term (6 months) hemodynamic, aortographic, and
echocardiographic evaluation.

PRIOR AND CURRENT PROGRESS
This research protocol has been administratively terminacted.

CONCLUSIONS
This research protocol has been administratively terminated.
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REPORT DATE: 10/21/92 WORK UNIT # 1260
DETAIL SUMMARY SHEET

TITLE: Antiarrhythmic Therapy in Congestive Heart Failure, VA Cooperative
Study #320

KEYWORDS: heart failure, antiarrhythmic therapy, survival

PRINCIPAL INVESTIGATOR: Weston, Lawrence MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Oct 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine whether the treatment of ventricular arrhythmias wich amiodarone

prolongs survival by reducing sudden death in patients with congestive heart
failure.

TECHNICAL APPROACH

The study is a multicenter, randomized, double-blinded, placebo-controlled
trial of the effects of amiodarone on survival in patients with congestive
heart failure. Patients qualifying for enrollment must have significant heart
failure and ventricular ectopy on ambulatory ECG monitoring. Patients are then
randomized to either amiodarone or placebo and then followed for the endpoints
of the study. No modifications have been made to the original protocol
methods.

PRIOR AND CURRENT PROGRESS

A total of 26 patients have been enrolled in the study from WRAMC; 11 during
the past year. Of these 11 patients, 1 has been lost to follow-up, and 1
experienced sudden cardiac death due to ischemia cardiomyopathy due to coronary
disease, with ventricular fibrillation noted at the _:vest. The researchers
rexain blinded to the study drug. One patient has had a cardiac arrest with
subsequent placement of an AICD and is presently doing well. The remaining
patients have shown no serious adverse reactions and are doing well.

CONCLUSIONS )
Patients are being actively recruited; the study goal is to recruit three to

four more patients at this site.
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REPORT DATE: 10/07/92 WORK UNIT # 1264
DETAIL SUMMARY SHEET

TITLE: The Role of Tumor Necrosis Factor After Balloon Angioplasty in a Pig
Model

KEYWORDS: TNF, balloon, angioplasty

PRINCIPAL INVESTIGATOR: Carter, Andrew MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Oct 1990
FUNDING: Current FY: § 0 Previous FYs: § 517 Total: § 517

STUDY OBJECTIVE

To detect the presence of tumor necrosis factor (TINF) in coronary arteries
after local injury with balloon angioplasty utilizing immunohistochemical and
molecular biologic techniques in the pig model.

TECHNICAL APPROACH

Pigs will undergo coronary angioplasty procedures. Fourteen animals underwent
24 successful procedures. Three deaths occurred (anesthetic - 1; acute
procedure - 2) during or within 24 hours of a procedure. Acute procedural
complications included; coronary artery rupture (1), and myocardial infarction
due to coronary occlusion (1).

PRIOR AND CURRENT PROGRESS

Fourteen animals underwent 24 successful coronary balloon angioplasty
procedures. Three deaths occurred (anesthetic - 1; and acute procedure - 2)
during or within 24 hours of a procedure. Acute procedural complications
included: corouary artery rupture (l); and myocavdial infarction due to
coronary occlussion (1). Animal procedures are complete. During the past
year, immoh: _.chemical staining for TNF at 24 ours and 7 days after balloon
angioplasty identified immunoreactive TNF in the media and adventitia of normal
coronary arteries from eight pigs, compared with noninjured coronary segments
which did not demonstrate immunoreactive TNF (p=.04). Dot assay of injured
coronary segments revealed an induction o TNF mRNA 24 hours after balloon
angioplasty, compared with noninjured control specimens (p=.03).

CONCLUSIONS
Immunoreactive TNF is present in normal pig coronary arteries, and there is an
induction of TNF mRNA early after balloon angioplasty.
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REPORT DATE: 10/15/92 WORK UNIT # 1265
DETAIL SUMMARY SHEET

TITLE: Cardiac Safety of Sexual Intercourse Following Myocardial Infarction as
Assessed by High Resolution Holter Monitor

KEYWORDS: sexual intercourse, myocardial infarction, Holter monitor

PRINCIPAL INVESTIGATOR: Prewitt, Kerry CPT MC
ASSOCIATES: Cambier, Patrick MAJ MC; Wortham, Dale COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SEF'"TCE: Cardiology Service APPROVAL DATE: Oct 1990
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the cardiac safety of sexual intercourse following myocardial
infarction by directly assessing for the presence of ischemia and dysrhythmias
using high resolution Holter monitoring.

TECHNICAL APPROACH

Patients who are 1 month post myocardial infarction will undergo a history,
physical examination, and exercise. Patients will then wear a Holter monitor
for 24 hours during which time they will have sexual intercourse. Holter
studies willbe analyzed for ST segment depression, dysrhythmias, and symptoms.

PRIOR AND CURRENT PROGRESS

A total of 22 patients (7 in the past year) have been enrolled in the study.
Enrollment has been limited by a PCS move of 4n associate investigator and a 6
month TDY by the principal investigator. There bave been no adverss reactions.
There has been no direct patient benefit.

CONCLUSIONS
No conclusions can be made until all the data is collected.
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REPORT DATE: 06/08/93 . WORK UNIT # 1267
DETAIL SUMMARY SHEET

TITLE: Cholcsterol and Recurrent Events

KEYWORDS: cholesterol, pravastatine, therapy

PRINCIPAL INVESTIGATOR: Gorman, Patrick MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: May 1991
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $

STUDY OBJECTIVE
To determine whether intensive therapy to lower plasma cholesterol will

decrease fatal and nonfatal coronary heart disease and/or cause mortality in
patients who have had infarction and do not have "high risk" cholesterol.

TFCHNICAL APFROACH
Patients with r/o MI who do not have high risk ckolesterol will be randomized

to placebo or pravastatine. At least 8 weeks aft:. infarction, patients will
be screened by EKG, lab, and MUGA as indicated. Those enrolled will begin
*run-in" placebo therapy. Thereafter, the patient will complete randomization
with Hx/PE, dietary counseling, lipid profile, and safety lab every 3 months
for the 5-year study, and yearly eye exams, and EKG's.

PRIOR AND CURRENT PROGRESS
Recruitment of subjects for this study was complet.d in November 1991, with

four patients enrolled. There will be no further patient enrollment There
have been no incidents of serious or unexpected adverse reactions. Data
collection and processing is in progress by the main study site in Houston, TX.

CONCLUSIONS
Data collection and analysis is in progress.

108




REPORT DATE: 07/13/93 WORK UNIT = 1268
DETAIL SUMMARY SHEET

TITLE: Intracoronary Pacing: Acute and Longterm Safety, Efficacy During
Ischemia, and Efficacy in Epicardial Pace-Mapping

KEYWORDS: pacing, coronary, ischemia

PRINCIPAL INVESTIGATOR: Stajduhar, Karl MAJ MC
ASSOCIATES: Hull, Robert MAJ MC; Weston, Lawrence MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cardiology Service APPROVAL DATE: Jul 1991
FUNDING: Cuvrrent FY: $ 1,864 Previous FYs: § 2,236 Total: § 4,100

STUDY OBJECTIVE

To determine extent of acute histologic damage in coronary arteries produced by
intracoronary pacing; to determine the spectral resolution of intracoronary
pace mapping; and to examine intracoronary _acing threshclds during severe
myocardial ischemia.

TECHNICAL APPROACH

For the first objective, an intracoronary pacing electrode will be positioned
in different locations and intracoronary cardiac pacing performed. Animals
will recover for 1 day, then be euthanized. The coronary arteries will be
examined histologically for extent of damage. For the second objective, the
intracoronary electrode will be withdrawn during pacing to identify significant
surface EKG changes to determine the spectral resclution of this technique.
Finally, during coronary pacing, ischemia will be produced by PTCA balloon
inflation, and pacing thresholds will be serially assessed.

PRIOR AND CURRENT PROGRESS

All phases of th.. protococl have been completed. Tte histologic and
pacemapping resolution portions are currently under analysis. The portion
dealing with pacing thresholds during acute ischemia has been accepted for
publication and will be published in Cardiovascular Catheterization and
Diagnosis.

CONCLUSIONS
The final two phases of this protocol still require review of histology by the

AFIP, data analysis, and manuscript preparation.
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REPORT DATE: 07,16, 9} WORK UNIT = 1269
DETAIL SUMMARY SHEET

TITLE: The Porcine Restenosis Model: Characterization of the Vascular
Proliferative Response to Injury

KEYWORDS: coronary vascular injury, intracoronary stents, smooth muscie cell

PRINCIPAL INVESTIGATOR: Carter, Andrew MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Jul 1991
FUNDING: Current FY: $ 4,310 Previous FYs: $ 5,091 Total: § 9,401

STUDY OBJECTIVE
To induce consistent smooth muscle cell proliferation after coronary vascular
injury using metallic stents.

TECHNICAL APPROACH
The study involves placement of metallic intracoronary stents via aseptic
carotid cutdown in the porcine model.

PRIOR AND CURRENT PROGRESS

Altogether, 38 stents were implanted in 30 animals; 5 animals were used this
past year. The time course of lesion morphology, neointimal cell proliferation
and characterization was studied with vessel morphometry, quantitative
angiography,and immunohistochemistry. Neointimal cell proliferation was
measured with proliferating cell nuclear antigen. The percent of cells
positive for proliferating cell nuclear antigen per high power field was
recorded at serial time points after stent placement. Intimal cell type was
further characterized with alpha-actin and Movat pentachrome.

CONCLUSIONS
Intimal cell proliferation is greatest at 7 days after stentiug, with minimal
proliferation by 28 days. Neointimal matrix synthesis follows smcoth muscle

cell proliferation, and the rate of matrix expansion was greatest between 7 and
l4 days.
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REPORT DATE: 07/16/93 wWORK UNIT » 1270
DETAIL SUMMARY SHEET
TITLE: Electrophysiologic Identification of Concealed Accessory Pathway

Conduction as a Potential Predisposing Factor in "Lone” Atrial
Fibrillation

KEYWORDS: fibrillation, electrocatheters, predisposing factor

PRINCIPAL INVESTIGATOR: Wiley, Thomas MAJ MC
ASSOCIATES: Hull, Robert MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Jul 1991
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the electrophysiologic substrate in patients with lone atrial
fibrillation compared with control patients undergcing electrophysiologic
studies for syncope.

TECHNICAL APPROACH

The patients are taken to the Cardiac Catheterization Laboratory in the
post-absorptive and sedated state. Multipolar electrocatheters are then placed
in the high right atrium, bundle region, right ventricular apex, and coronary
sinus. Programmed burst and progressive decremental pacing is then performed
from the right ventricular apex and the high right atrium.

PRIOR AND CURRENT PROGRESS

There have been 3 patients and 2 controls enrolled in the last year, for a
total of 13 patients and 4 controls. No unexpected or serious adverse outcomes
or reactions have resulted from patient participation. Two patients were
diagnosed with reentrant tachycardias, and as a result, their therapies were
significantly altered.

CONCLUSIONS

This project is going better than expected. 1f evidence of dual AV node
physiology continues at the present rate, statistical significance will be
attained much earlier than anticipated.
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REPORT DATE: 10 2832 WORK UNIT = 1272
DETAIL SUMMARY SHEET

TITLE: Pharmacokinetic Drug Interactions with Terfenadine

KEYWORDS: terfenadine, pharmacokinetics, cardiac repolarization

PRINCIPAL INVESTIGATOR: Cantilena, Louis MD PhD
ASSOCIATES: Wortham, Dale COL MC

DEPARTMENT: Department of Medicine St . Ongoing
SERVICE: Cardiology Service APPROVAL DAIE: Oct 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine if the biotransformation of terfenadine is altered by several
known inhibitors of drug metabolism. To determine if such altered mecabolism
is found to occur whether there may be associated electrocardiographic changes.

TECHNICAL APPROACH

Volunteer, otherwise healthy, subjects will be given FDA-recommended dose of
terfenadine (60 mg BID) for 1 week. Blood will be sampled during dosing
interval at end of 1 week. Subjects will then be started on potential
inhibitor of interest for second week while continuing terfenadine. Second
pharmacokinetic profile will be performed at the end of the second week.
Electrocardiograms will be performed at baseline, after 1 week of terfenadine,
and daily pre-dose after starting the inhibitors. Subjects wear Holter
monitors during blood profiles to allow for concentrations effect analysis.
For safety purposes, subjects will be hospitalized on telemetry for first 72
hours of inhibitor.

PRIOR AND CURRENT PROGRESS

To date, studies have been completed investigating the inter-~tion of
terfenaa.ne with cimetidine, ranitidine, erythromycin, clarithromycin,
azithromycin, fluoconazole, and ketoconazole. Six subjects participated in
each cohort, for a total of 42 completed volunteers; the researchers plan to
enroll 6 more subjects. Significant pharmacokinetic and ECG effect with
ketoconazole and erythromycin has been seen. There have been no serious or
unexpected adverse reactions, and no patients withdrew from the study. There
has been no direct benefit to any volunteer. An addendum has been submitted to
investigate the effect of itraconzole.

CONCLUSIONS

The FDA and DCI sponsored research has made an important contribution to public
health in U.S. Since hearing preliminary data, the FDA has contraindicated the
concomitant use of ketoconazole, erythromycin, and terfenadine.
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REPORT DATE: 01/12/93 WORK UNIT # 1273
DETAIL SUMMARY SHEET
TITLE: A Study Investigating the Safety and Duration of Effect of
Isosorbide-5-Mononitrate in a Controlled-Release Formulation in
Patients with Stable Effort Angina Pectoris

KEYWORDS: angina pectoris, nitrates, stress testing

PRINCIPAL INVESTIGATOR: Pearson, Clarence LTC MC
ASSOCIATES: Gurczak, Patricia MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Jan 1992
FUNDING: Current FY: §$ 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To determine the chronic antianginal efficacy and safety of
isosorbide-5-mononitrate in a controlled-relcase formulation at 12 and 24 hours
after adminisctration in patients with chronic stable angina and objective
evidence of ischemia. Also, to demonstrate that patients do not develop
tolerance to the nitrate preparation.

TECHNICAL APPROACH

This is an 8-9 week, outpatient, multicenter, double-blind, parallel group
study where the efficacy of the agent is determine. by serial treadmill
testing. The study consists of two parts. Part A is a 2-3 week single-blind
safety phase, during which the study patients will be randomly assigned to
receive either placebo or isosorbide-5-mononitrate in a controlled release
formulation. Part B consists of serial treadmill testing, gre and post oral
administration of the medicine, and repeat treadmills 12 hours later.

PRIOR ANLC ZURRENT PROGRESS

Twenty-three patients were screened for possible inclusiun in the study; six of
them were found eligible and were enrolled. All six patients completed Part A;
four did not continue to Phase B because they didn’t meet eligibility
requirements. The two remaining patients completed Phase B (and thus the
entire study). There were no serious or unexpected adverse reactions.

CONCLUSIONS
None yet. This is a double-blind, placebo-controlled study, which is not

complete at this time.
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REPORT DATE: 01 1143 WORE UNIT =
DETAIL SUMMARY SHEET

TITLE: Transcoronary Mapping of Accessory Pathways in Patients Undergoing
Percutaneous Accessory Pathway Radiofrequency Ablation

KEYWORDS : accessory pathway, radiofrequencv ablation. coronarv mapping

PRINCIPAL INVESTIGATOR: Hull., Robert MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Jan 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: §

STUDY OBJECTIVE

To study the safecty and efficacy of an intracoronary electrode catheter in the
localization of accessory pathways in patients who are to undergo ablative
therapy.

TECHNICAL APPROACH

After arrythmia induction, an 8 F arterial sheath will be inserted, and 10,000
U of heparin administered. The over-the-wire catheter will be inserted into
the coronary artery through a guiding catheter. The over-the-wire catheter
will then be pulled back into the guiding catheter while recording coronary
electrograms during ventricular pacing or tachycardia. After localizing the
pathway, the catheter will be removed, and the remainder of the patient’s
procedure will be completed.

PRIOR AND CURRENT PROGRESS

This study involved the acceptance of the coronary electrode mapping catheters
as an IDE. Final approval to begin the study was received from HSC in August
1992. Scheduling conflicts since that time have reduced recruitment
possibilities; “-~wever, this was temporary.

CONCLUSIONS
This is a vital study that can greatly facilitate the study of
Wolff-Parkinson-White syndrome.
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REPORT DATE: 07/15/93 WORK UNIT = 1275
DETAIL SUMMARY SHEET

TITLE: Percutaneous Balloon Pericardotomy for the Treatment of Pericardial
Effusion/Tamponade

KEYWORDS: balloon, pericardial window

PRINCIPAL INVESTIGATOR: Laird, John MAJ MC
ASSOCIATES: Gorman, Patrick MAJ MC; Prewitt, Kerry MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Jul 1992
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To study the effectiveness of a new percutaneous technique of balloon
pericardiotomy for the treatment of pericardial effusion and cardiac
tamponade/impending tamponade. This involves the use of large balloons,
similar to rhe balloons used for balloon valvuloplasty, to create a pericardial
window.

TECHNICAL AP¥ROACH

The study is being performed as part of a multicenter registry with the goal of
evaluating the therapeutic efficacy and risks of percutaneous balloon
pericardiotomy. The study will also evaluate and modify technical aspects of
percutaneous balloon pericardiotomy for the treatment of pericardial effusion.

PRIOR AND CURRENT PROGRESS
No patients were enrolled in the study during this time period.

CONCLUSIONS
None.
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REPORT DATE: 08/17,/93 WORK UNIT = 1276

DETAIL SUMMARY SHEET
TITLE: CAVEAT II. A Study Investigating the Primary and Long-Term Outcome in
Patients with De Novo Vein Graft Lesion Randomly Assigned to Either
Balloon Angioplasty or Directional Atherectomy

KEYWORDS: baloon angioplasty, direction atherectomy, restenosis

PRINCIPAL INVESTIGATOR: Pearson, Clarence LTC MC
ASSOCIATES: Gorman, Patrick MAJ MC; Laird, Jokn MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Aug 1992
FUNDING: Current FY: $§ 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE
To determine the outcome in patients with de novo vein graft lesions assigned

to either balloon angioplasty (PTCA) or directional atherectomy (DCA). The
hypothesis being tested in whether 6 month restenosis rates are lower in
patients with de novo vein graft lesions.

TECHNICAL APPROACH

Patients who meet the angiographic criteria will be identified and will be
randomized to receive either PTCA or DCA. The patients will undergo the
procedure and return in 6 months for a repeat stress test and cardiac
catherization. All interval cardiovascular events (fatal or non-fatal) will be

recorded.

PRIOR AND CURRENT PROGRESS

A total of four patients have been enrolled to date. There have been no
serious or unexpected adverse reactions, and no patients have withdrawn. Two
.f the four patients returned for angiographic follow-up, and another will
return this month. All patients benefited. .wo of four patients show no sign
of restenosis, as evidenced through both angiography and clinical diagnosis;
one had DCA and the other had PTCA. The other two patients experienced return
of their angina; one of them underwent a repeat procedure.

CONCLUSIONS .
The numbers are too small to draw major conclusions, other than both of these

procedures can be performed safely and effectively.
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REPORT DATE: 01,/05/93 WORK UNIT = 1815
DETAIL SUMMARY SHEET

TI{TLE: Investigation of a Viral Etiology in Pityriasis Rosea

KEYWORDS: pityriasis rosea, picornavirus, polymerase chain reaction

PRINCIPAL INVESTIGATOR: James, William COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Dermatology Service APPROVAL DATE: Jan 1991
FUNDING: Current FY: § 0 Previous FYs: § 1,100 Total: $ 1,100

STUDY OBJECTIVE

To attempt to amplify viral DNA fragments using picornavirus primers in skin
biopsies from patie:its with pityriasis rosea using the polymerase chain
reaction.

TECHNICAL APPROACH

Punch biopsies from the cutaneous rash of patients with pityriasis rosea will
be done. Blood will be drawn at the same time, centrifuged and frozen. A
single step method of RNA extraction will be done with the acid guanidinum
thiocyanate-phenol-chloroform method. The polymerase chain reaction will be
done on the specimen after RNA extraction using reverse transcriptase reaction
initially and then the amplification process.

PRIOR AND CURRENT PROGRESS

Fourteen patients and five controls have had biopsies taken; no new patients
have been enrolled this past year. Currently these skin specimens are
undergoing analysis by the methods described. There has been no incidence of
serious or unexpected adverse reactions.

CONCLUSIONS
No definitive conclusions are available from the incomplete analysis, to date.
It is anticipated this protocol will be completed in the next year.
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REPORT DATE: 08,/09/93 WORK UNIT = 1816
DETAIL SUMMARY SHEET

TITLE: Comparison of Scalp Biopsy and Hair Pluck in the Evaluation of Hair
Loss

KEYWORNS: scalp biopsy, hair pluck

PRINCIPAL INVESTIGATOR: Vogel, Paula CPT MC
ASSOCIATES: Sperling, Leonard LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Dermatology Service APPROVAL DATE: Apr 1992
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE -
To compare the results obtained from a scalp blopsy and a hair pluck at
adjacent sites performed on the same day in patients with hair loss.

TECHNICAL APPROACH

A hair pluck and two scalp biopsies will be performed at adjacent sites to the
affected area. A hair pluck and one scalp biopsy will be performed at adjacent
sites to a normal area.

PRIOR AND CURRENT PROGRESS

Seventeen patients with hair loss of various etiologies were enrolled and
evaluated with biopsy and hair plucks. There was no incidence of serious or
unexpected adverse reactions.

CONCLUSIONS

The mean hair shaft diameters and the percentage telogen hairs were compared.
No significant difference between biopsy and pluck diameter was found. No
significan. difference between affected and unaffected _.tes was found. A

significant difference (p=.007) between biopsy and pluck percent telogen was
found.
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REPORT DATE: 08/03/93 WORK UNIT = 1302-88
DETAIL SUMMARY SHEET

TITLE: Cholestyramine Treatment of Thyrotoxicosis

KEYWORDS: cholestyramine, thyroid, thyrotoxicosis

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Solomon, Barbara DNSc; Wartofsky, Leonard COL MC

DEPARTMENT: Departmert of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Mar 1988
FUNDING: Current FY: $ 9,875 Previous FYs: § 15,376 Total: § 25,251

STUDY OBJECTIVE
To investigate the use of oral cholestyramine as a safe and rapid method of
lowering serum thyroxine levels in hyperthyroid patients.

TECHNICAL APPROACH

A randomized, placebo crossover controlled desieon will be used. Subjects will
receive 4 grams cholestyramine powder four times a day or an equal amount of
placebo powder for 14 days, no powders for 7 days, and then the reciprocal
powder for 14 days. Serum T4 and T3 will be measured throughout each period.

PRIOR AND CURRENT PROGRESS

Fifteen subjects have been enrolled (none during the past year); seven received
cholestyramine, and eight received placebo during Phase 1. A more rapid
decline in all thyroid hormone levels was seen in the cholestyramine-treated
group (F=4-7, p<0.01) than in the placebo group (F=2-3, p<0.05). All patients
then proceeded to Phase 2. In Phase 2, the eight patients who received
cholestyramine showed an additional decline in free thyroxine from weeks 1 to
2, but the overall rate of decline in hormone levels was not different between
-xe groups. Immunoglobulin levels remained unaffected regardless of group,
treatment, or time. A total of 15 patients participated in the study, with no
adverse effects.

CONCLUSIONS
Cholestyramine is a safe and effective adjunctive agent in the treatment of

thyrotoxicosis, and its greatest efficacy may be during the first few weeks of
treatment.
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REPORT DATE: 09/10/93 WORK UNIT = 1303-88
DETAIL SUMMARY SHEET

TITLE: The Clinical Application of In Situ Hybridization ro Detect Viral
Genomes and Oncogenes in Diseases of the Thyroid and Selected Viral

Infections
KEYWORDS: virus, thyroid, probes

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Humphrey, Michael MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Apr 1988
FUNDING: Current FY: $13,311 Previous F¥s: § 0 Total: § 13,311

STUDY OBJECTIVE
To determine if viral elements are important in thyroid disease.

TECHNICAL APPROACH

Both Southern and Northern blots and in situ hybridization studies will be used
to determine if viruses are present in thyroid tissue from patients with
various thyroid disorders. Polymerase chain reaction (PCR) and cloning
techniques willalso be employed.

PRIOR AND CURRENT PROGRESS

Twenty-five patients have been enrclled in this study (5 this past year).
There has been no incidence of serious or unexpected adverse reactions. The
study has shown that HIV-like viruses are abse.l in thyroid glands and white
cells of patients with autoimmune thyroid disease (Lancet 1991;337:17). Since
that time, work has been directed toward developing techniques to assess the
presence of other viruses or virus-like material, such as oncogenes. Attempts
have been made to develop a reliable system of measuring p53 (-~ oncogenic
virus) in samples, but they have not been successful.

CONCLUSIONS
A viral agent essential to autoimmune thyroid disease has not yet been

identified.
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REPORT DATE: 12,/03/92 WORK UNIT = 1311-88
DETAIL SUMMARY SHEET

TITLE: Incidence of Fractures in Post-Menopausal Women

KEYWORDS: fractures, thyroid hormone, postmenopausal

PRINCIPAL INVESTIGATOR: Solomon, Barbara DNSc
ASSOCIATES: Wartofsky, Leonard COL MC; Burman, Kenneth COL MC

DEPARTMENT: Department of Medicine STATUS: Ongolng
SERVICE: Endocrine-Metabolic Service APPROVAL CATE: Dec 1988
FUNDING: Current FY: § 300 Previous FYs: §$ 658 Total: $ 958

STUDY OBJECTIVE
To determine whether having thyroid disease or taking thyroid hormone is a risk
factor for fractures in postmenopausal women.

TECHNICAL APPROACH
Data will be collected via survey.

PRIOR AND CURRENT PROGRESS

Data collection began in Septeaber 1989 at Nolwood Retirement Community. One
hundred fifty-three of the 270 residents consented to be interviewed.
Additional subjects were recruited from the patient population of the Thyroid
Clinic, WRAMC. Data collection was suspended in December 1990 due to the
temporary reassignment of the PI during Desert Storm; with a total of 227
subjects entered by this date. Data collection was reinstituted in August
1991, with a total of 300 interviews completed by November 1991. Of the 300
postmenopausal women, 160 had thyroid disease and 140 did not have thyroid
disease. No further data collection is anticipated.

CONCLUSIONS

Postmenopausal white women with a history of thyroid disease do not have more
hip, vertebral, or forearm fractures than other postmenopausal white women.

The dose or d'iration of thyroid hormone therapy, duration of disease, or use of
calcium or estrogen did not influence the type or number of fractures. Women
with a history of hyperthyroidism are at risk of having a fracture at a younger
age than other women.
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REPORT DATE: 04/27/93 WORK UNIT # 1312-89
DETAIL SUMMARY SHEET

TITLE: Treatment of Oligospermia with Antiestrogens

KEYWORDS: oligospermia, clomiphene, tamoxifen

PRINCIPAL INVESTIGATOR: Glass, Allan COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Apr 1989
FUNDING: Current FY: § 0 Previous FYs: § 737 Total: $ 737

STUDY OBJECTIVE

To compare the effectiveness of tamoxifen and clomiphene in treating
oligospermia.

TECHNICAL APPROACH
Randomized, prospective study of clomiphene, /5 mg every other day, and
tamoxifen, 10 mg twice daily, for treatment of idiopathic oligospermia.

PRIOR AND CURRENT PROGRESS

Due to personnel shortages, the male infertility clinic was temporarily
suspended during the past year. Consequently, no patients were under study on
this protocol during the past year. A total of 10 patients have been entered
into this study. There has been no incidence of unexpected or serious adverse
reactions. It is hoped that it will be possible to reopen the male infertility
clinic and resume work on this protocol within the next 6-12 months.

CONCLUSIONS
None.
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REPORT DATE: 07,/12/93 WORK UNIT # 1316-89
DETAIL SUMMARY SHEET

TITLE: Identification of Unique Nucleotides in the Thyroid Gland of Patients
with Various Thyroid Disorders

KEYWORDS: thyroid, gene, RNA

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Nagy, Endre MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Jul 1989
FUNDING: Current FY: $10,082 Previous F¥s: § 5,006 Total: § 15,088

STUDY OBJECTIVE
To identify unique thyroid genes that are expressed in autoimmune thyroid
disease and cancer.

TECHNICAL APPROACH

Construct cDNA library from thyroid tissue of patients with autoimmune thyroid
disease and cancer. The cDNA library is then screened by labelling RNA or cDNA
from the tissue of interest.

PRIOR AND CURRENT PROGRESS

Several unique clones have been identified from patients with autoimmune
thyroid disease. These clones have been sequenced and divided into three
categories: NADH dehydrogenase related, thyroglobulin related, and
undescribed. 1In addition, specific monoclonal antibodies have been used to
identify amino acids 890-965 of TG and amino &cids 1564-1623 of TB as
potentially immunogenic. Peptides 271-394 of the TSH receptor have also been
identified as immunogenic. To date, 60 patients have been studied; 40 have
been enrolled during the past year. There has been no inciden.c of serious or
unexpected adverse reactions.

CONCLUSIONS
Areas of immunogenicity of TG and TSHR have been identified.
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REPORT DATE: 05/28/93 WORK UNTIT # 1322-90
DETAIL SUMMARY SHEET

TITLE: Treatment of Impotence in Diabetic Men

KEYWORDS: impotence, diabetes, yohimbine

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Glass, Allan LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: May 1990
FUNDING: Current FY: § 0 Previous FYs: §$ 1,477 Total: § 1,477

STUDY OBJECTIVE

To compare the effectiveness, acceptance, and complication rate of an
externally applied vacuum device versus yohimbine for the treatment of
impotence in the diabetic male population, and to identify any specific
characteristics of patients who respond favorably toc each therapy.

TECHNICAL APPROACH

Diabetic men presenting to the Endocrine Clinic will be screened to determine
the status of erectile function. All subjects with erectile dysfunction will
be offered participation. Evaluation will consist of history and physical,
routine and endocrine lab testing, and urologic consultation. Testing will be
conducted in 3-month phases with yohimbine and Erec-Aid. Initial form of
therapy will be randomized with a 3-month washout period between therapeutic
periods. The only protocol change involves the urologic examination, which is
generally being comducted on an outpatient rather than inpatient basis.

PRIOR AND CURRENT PROGRESS

Twenty-two patients have been entered in this study; none this past year. Ten
ratients have completed or nearly completed the protocol. No adverse effects
have occurred as a result of either modality. Use of the Erec-Aid proved
effective and was well tolerated in the majority of patients, while yohimbine
resulted in lictle improvement. Dr. Humphrey has been reassigned to Ft. Bragg,
and recruitment has stopped.

CONCLUSIONS
None. Protocol should be closed.
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REPORT DATE: 05/17/93 WORK UNIT # 1324-90
DETAIL SUMMARY SHEET

TITLE: Use of Corticotropin Release Hormone in the Evaluation of
Hypercortisolemia and Hypocortisolemia

KEYWORDS: hypercortisolemia, hypocortisolemia, Cushing's syndrome

PRINCIPAL INVESTIGATOR: Schaaf, Marcus MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: May 1990
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To define the source of excessive adrenocarticotropic hormone (ACTH) production
in ACTH-dependent Cushing’s syndrome (pituitary or ectopic), and to help in
differentiating other temporary hypercortisolemic states, such as depression.
Additionally, hypocortisolemic patients with .ow ACTH values will be examined
to distinguish hypothalamic versus pituitary cause.

TECHNICAL APPROACH

Corticotropin-releasing hormone (CRH) 1.0 ug/kg will be administered over 1 to
2 minutes into a peripheral vein with peripheral venous blood sampling for ACTH
and cortisol at -15, -1, +5, +15, 430, and +60 minutes. When CRH is
administered during inferior petrosal sinus (IPS) sampling for localization of
pituitary ACTH-secreting tumors, blood from both right and left sinuses and a
peripheral vein will be sampled at 3, 5, and 10 minutes after CRH.

PRIOR AND CURRENT PROGRESS

No CRH tests were performed during the past year, and thus no new subjects were
enrolled. To date, only two patients have entered this study due to the fact
that patients weeting eligibility criteria are _are, as well as radiologic
support (now improved) has been inadequate. One patient with Cushing’s
syndrome presented for evaluation during the past year. Standard tests
suggested a pituitary source of excess ACTH with negative pituitary imaging.
Since inferior petrosal sampling (IPS) was not available through Radiology, the
patient was referred to the NIH for sampling with CRH testing. A patient with
occult ectopic ACTH, as defined by previous peripheral and IPS/CRH testing,
continues to be followed. The patient is currently controlled without a
defined source of ACTH. There have been no serious or unexpected adverse
reactions.

CONCLUSIONS

CRH testing during IPS sampling remains the most discriminating means of
identifying the hypercortisolemic patient with excess ACTH of pituitary origin
(requiring pituitary surgery) from the patient with ectopic ACTH production
(requiring localization and removal of the ACTH-producing tumor) for potential
cure. FDA approval of CRH is still pending.
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REPORT DATE: 10/26/92 WORK UNIT # 1328-90
DETAIL SUMMARY SHEET

TITLE: Mechanisms of Thyrotropin Releasing Hormone Regulation of Thyrotropin
Gene Expression

KEYWORDS: TRH, TSH, gene

PRINCIPAL INVESTIGATOR: Carr, Frances PhD
ASSOCIATES: Smallridge, Robert COL MC; Fisher, Carolyn BS

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Oct 1999
FUNDING: Current FY: $39,754 Previous FYs: $ 45,637 Total: $§ 85,391

STUDY OBJECTIVE

To determine: 1) the DNA sequence(s) essential for mediating TRH stimulation
of TSH gene expression, 2) the role of calcium and protein kinase C as
intraceliiular signaling events, and 3) the potential involvement of
proto-oncogenes (JUN, FOS) in this system.

TECHNICAL APPROACH

Deletion/mutation analysis of TSHB subunit gene in reporter plasmid vectors
monitored in transient expression assays (cell culture). Stimulation and
inhibition of intracellular pathways and monitoring these effects on TRHB gene
promoter activity. Measurement of JUN/FOS mRNA levels in transiently
transfected cells in response to TRH in the presence/absence of intracellular
stimulators inhibitors. Determine the effect of antisense RNA's to JUN/FOS on
TRH actions. Determine DNA:protein interactions by gel shift, Southwestern
hybridizations.

PRIOR AND CURRENT PROGRESS

Previous wrrk determined that TRH stimulated TSHB gene promoter activity in
transiently transfected pituitary GH3 cells is similar to in vivo conditions.
The DNA sequences required to mediate TRH action have now been localized to
-231 to -261. A second minor response region is contained within -211 to -251.
The prominent region also mediates stimulation by calcium mobilization and
protein kinase C, confirming a convergence of these pathways in gene
regulation. The DNA binding proteins are duplicated in multiple regions, but
specific proteins are also detected for each region.

CONCLUSIONS

TRH stimulation of TSHB gene expression is mediated in part by calcium
mobilization and protein kinase C activation. TRH stimulation of JUN and FOS
may be key in stimulation of TSH synthesis. Two regions mediate TRH action,
but only one region mediates convergence of the intracellular signalling
pathways with TRH.
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REPORT DATE: 12/15/92 ‘'WORK UNIT # 1329-90
DETAIL SUMMARY SHEET

TITLE: Search for p53 Genetic Abnormalities in Tissue obtained from Normal and
Pathological Thyroid Glands

KEYWORDS: p53, thyroid, carcinoma

PRINCIPAL INVESTIGATOR: Burch, Henry MAJ MC
ASSOCIATES: Burman, Kenneth COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endccrine-Metabolic Service APPROVAL DATE: Dec 1990
FUNDING: Current FY: § 0 Previous FYs: § 236 Total: § 236

STUDY OBJECTIVE
To investigate the nature of qualitative and quantitative p53 alterations in
pathological thyroid tissue.

TECHNICAL APPROACH

The use of immunohistochemical staining of tissue obtained at the time of
surgery. Specimens will include thyroid tissue and non-thyroid (controls)
tissue. The addition of controls was approved in an addendum to the HUC/IRB in
January 1992, Commercially acquired antibodies which recognize both wild-type
and mutant human p53 will be utilized. Gene sequencing is carried out via
polymerase chain reaction (PCR) amplification of sequences, followed by DNA
sequencing.

PRIOR AND CURRENT PROGRESS

Initial attempts to stain tissues were largely unsuccessful. However, PCR has
been used to analyze p53 abnormalities in conjunction with SSCR. These studies
will begin (after needed preliminary studies are performed) and will extend to
1ca.ated oncogenes and viruses.

CONCLUS IONS
None yet.
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REPORT DATE: 04/15/93 WORK UNIT # 1330-90
DETAIL SUMMARY SHEET

TITLE: A 16 Week Double-Blind Placebo Controlled Dose Response Study Using
Glipizide GITS Tablets for the Treatment of Noninsulin Dependent

Diabetes Mellitus
KEYWORDS: diabetes mellitus, glipizide GITS, treatment

PRINCIPAL INVESTIGATOR: Clement, Stephen MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Dec 1990
FUNDING: Current FY: § 2,888 Previous FYs: § 0 Total: $ 2,888

STUDY OBJECTIVE

To evaluate the efficary and safety of glipizide GITS in the treatment of
patients with non-insulin-dependent diabetes mellitus (NIDDM); to define the
dose response relationship with glipizide GITS; and to assess the long-term
safety and efficacy of glipizide GITS.

TECHNICAL APPROACH

Patients with NIDDM will be enrolled and in a double-blind fashion will be
given one of the following doses of glipizide GITS: placebo, 5 mg, 20 mg, or
60 mg per day. Weekly measurements of plasma glucose and intermittent
measurements of hemoglobin AlC, insulin, and drug levels will be performed over
a period of 16 weeks. After this, the patients will be enrolled in the
open-label, long-term treatment phase of the study.

PRIOR AND CURRENT PROGRESS

During the first year, 14 patients were enrolled in the first phase of the
study. All but one patient, who moved from the area, continued in the
open-label trial (13). Since the last report, two patients hav. been dropped
from the study due to poor diabetes control and have been changed to insulin.
The remaining 11 patients are approaching or have been seen for their 18 month
visit and are doing well. There have been no observed adverse effects from the
study medication. Participants will be continued on the study drug for
evaluation of long-term safety in conjunction with Pfizer, Inc. This center is
one of 10 sites participating in the study. Pfizer, Inc. is analyzing the data
of all sites for possible publication.

CONCLUSIONS
Glipizide GITS seems safe and efficacious in the treatment of NIDDM.
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REPORT DATE: 02/19/93 WORK UNIT # 1331-91
DETAIL SUMMARY SHEET

TITLE: Response of Multinodular Goiters with Substernal Extension to
Therapeutic Doses of lodine-131

KEYWORDS: multinodular goiter, substernal goiter, iodine 131

PRINCIPAL INVESTIGATOR: Mahoney, Karen MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Feb 1991
FUNDING: Current FY: § 0 Previous FYs: § 3,221 Total: § 3,221

STUDY OBJECTIVE
To determine the effect of moderate doses of radioactive iodine on reduction of
size and control of symptoms in patients with large multinodular goiters.

TECHNICAL APPROACH

After informed consent, patients will be admitted to the Kyle Metabolic Unit.
They will undergo an iodine 131 scan and uptake, as well as computerized
tomography (CT) scanning and chemical thyroid function testing. Iodine 131 is
administered in an approximate dose to deliver 100-150 uCi/gm of tissue. After
observation for 5 to 10 days, patients will be discharged and followed up as
outpatients. Outpatient follow-up will include thyroid function testing and CT
at 6, 12, and 24 months to determine response to treatment.

PRIOR AND CURRENT PROGRESS

Four new subjects were enrolled in the past year, bringing the total to 10. 1In
the previous study period, one patient developed an elevated hemidiaphragm; it
is not clear if this was study-related. Otherwise, there have been no
significant adverse reactions. The average percent goiter volume decline at 6
months has been 26% (range 11-33%); at 12 months it ... been 53% (43-61%), and
at 18 months it has been 60% (57-63%). All patients have had a decline in
their volume. The nunmber of patients is probably too small to make firm
conclusions yet, but it appears that the therapy is resulting in a goiter
volume decrease in all patients and that the decline in volume continues to be
significant beyond 6 months after therapy. This therapy appears to have
benefitted all enrolled in terms of goiter volume decrease.

CONCLUSIONS

The decline in goiter volume in all enrolled patients appears significant, and
if this trend persists in future subjects, Iodine 131 therapy for multinodular
goiter may present a viable alternative to surgical therapy.
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REPORT DATE: 03/04,/93 WORK UNIT = 1332-91
DETAIL SUMMARY SHEET

TITLE: Thermogenic Agent Promotion of Weight Loss in Obese Soldiers

KEYWORDS: thermogenic, promotion, obese

PRINCIPAL INVESTIGATOR: Solomon, Barbara DNSc

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Mar 1991
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: §

STUDY OBJECTIVE

To test whether thermogenic agents will enhance weight loss while subjects are
on a low and maintenance caloric diet.

TECHNICAL APPROACH

Two groups repeated measures design. Groups are either placebo or agent, with
further division between men and women.

PRIOR AND CURRENT PROGRESS

No patients have been entered into this study due to persistent difficulties
obtaining a placebo from outside sources and the inability of the WRAMC
pharmacy to make a placebo tablet.

CONCLUSIONS
No further attempts will be made to implement this study.
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REPORT DATE: 04/30/93 WORK UNIT = 1333-91
DETAIL SUMMARY SHEET

TITLE: Endothelin and Cultured Human Thyroid Cells

KEYWORDS: endothelin, thyroid, human

PRINCIPAL INVESTIGATOR: Jackson, Sharon MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Apr 1991
FUNDING: Current FY: $13,369 Previous FYs: § 17,635 Total: § 31,004

STUDY OBJECTIVE

To determine the interaction of endothelin and cultured human thyroid cells
(CHTC) with regard to: the characteristics of endothelin binding and the
endothelin receptor, the effect of endothelin binding on CHTC and the mechanism
involved, and the interaction of endothelin and other growth factors in CHTC.
Also, to determine the significance of abnormal serum endothelin levels in
patients with thyroid disease.

TECHNICAL APPROACH

Thyroid tissues obtained at surgery are digested with collagenase, and the
isolated follicular cells are cultured. Competitive binding studies are
performed using radiolabelled endothelin, and modulation of binding by other
growth factors is assessed. Levels of endothelin and other hormones are
measured in the culture media, and changes in thymidine incorporation are
determined. Serum levels of endothelin in patients with thyroid disorders are
also measured by radioimmunoassay.

PRIOR AND CURRENT PROGRESS

Since the last report, 12 patients have given consent to donate thyroid tissue
obtained at surgery; 26 altogether. Ten subjects have had bi.od samples drawn
for endochelin levels while on the Kyle Metabolic Unit; 55 altogether. No
patient has had a serious or unexpected adverse reaction, and none have been
withdrawn from the study. The total number of subjects enrolled to date is 81.

CONCLUSIONS

A previously unknown interaction of endothelin in the thyroid has been
demonstrated, which is likely to be only a part of a complex interaction of
growth factors. The specifics of these interactions and the significance of
endothelin in thyroid diseases remain to be determined.
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REPORT DATE: 05/17/93 WORK UNIT = 1334-91

DETAIL SUMMARY SHEET

TITLE: A Search for Glycosylated Insulin in Patients with Non-Insulin
Dependent Diabetes Mellitus

KEYWORDS: diabetes, insulin, glycosylated

PRINCIPAL INVESTIGATOR: Clement, Stephen MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: May 1991
FUNDING: Current FY: $47,682 Previous FYs: § 1,043 Total: § 48,725

STUDY OBJECTIVE

To determine if patients with non-insulin dependent diabetes mellitus (NIDDM)
produce from the beta cells of their pancreas an abnormal insulin variant which
is glycoaylated pric- to release from the beta cell. This posttranslational
modification may hindzr binding ar.d activation of the .nsulin receptor in

target tissues.

TECHNICAL APPROACH

Insulin will be extracted from 30cc of the patient’s blood via affinity
chromatography using a polycolonal insulin antibody. The eluated insulin will
be further purified with the use of a Sep Pac cartridge and then subjected to
polyacrylamide gel electrophoresis using high density gels. After
electrophoresis, the gels will be stained with silver stain or immunostained
for carbohydrate or insulin using various antibodies. The above will be domne
before or after deglycoslyation with N-glycosidase.

PRIOR AND CURRENT PROGRESS

To date, blood has been drawn on 60 patients (10 during the past year), and 4
cuutrols (none during the past year). The presence of carbohydrate in the 8300
NW protein of three patients has been confirmed and is believed to be insulin.
However, the identity of this protein by immunostaining has not been confirmed
due to its small size, small amount, and possibly due to chemical alteration of
the protein during the purification process. Currently, a new electrophoretic
method is being tried that uses specially-treated Whatman immunoblot paper to
achieve a better transfer of the protein so that it can be characterized by
immunostaining methods. Once the abnormal protein has been identified the
testing of the sera from the other patients, which remains in frozen storage,
will be restarted.

CONCLUSIONS

The presence of an abnormal circulating insulin in a subgroup of NIDDM patients
may have been identified. Further improvements in purification and
identification techniques should elucidate the chemical and immunological

identity of this peptide.
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REPORT DATE: 06,/22/93 WORK UNIT & 1335-91
DETAIL SUMMARY SHEET

TITLE: The Preparation of a Selective Pericentromeric Chromosome 10 YAC (Yeast
Artificial Chromosome) DNA Library to Further Define MEN2 Gene Location

KEYWORDS: YAC, MEN 11, chromosome 10

PRINCIPAL INVESTIGATOR: Francis, Thomas CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Jun 1991
FUNDING: Current FY: § 6,701 Previous F¥s: § 28,343 Total: $ 35,044

STUDY OBJECTIVE

To develop yeast artificial chromosome cloning techniques; to construct a
chromosome 10 specific yeast artificial chromosome library; to identify MEN II
marker clones and construct a contiguity; and, to use contiguous YAC clones to
study MEN II patient DNA for specific locat:on and characterization of gene
defects.

TECHNICAL APPROACH

Genomic DNA will be prepared from a human-hamster hybrid cell line, restriction
cut to molecular weight >400,000 base pairs, ligated to yeast artificial
chromosome vector pYAC4, and then transformed into yeast. Human chromosome 10
clones will be selected and gridded into a permanent library. The library will
be screened with known zero and low recombination markers to identify MEN II
contiguous clones. These clones will be characterized and used to screen MEN
I1 patient DNA for the defect gene.

PRIOR AND CURRENT PROGRESS

There have been no human blood draws for this study. All work has been
performed using cxisting cell lines. YAC closing skills have been acquired,
and major improvements to this evolving technology have been made. "Paste”
loading of agar DNA plugs into preparative gels has been developed, which is
more rapid and efficient than current methods. The "paste"” technique was used
to insert a high molecular weight DNA alkaline phosphatase step and show
titration which effectively eliminates this mechanism as a cause of chimeric
YAC's. "In-gel" ligation to create YAC DNA without melting of the protective
agar matrix previously needed to mix vector and insert DNA has been
demonstrated. High quality YAC’'s are now being made, and screening for human
chromosome 10 clones, at a very high efficiency compared to most YAC labs with
much larger resources, is being initiated.

CONCLUSIONS

This work represents significant improvement in currently published YAC cloning
techniques which are at the foundation of the human genome project. The
researchers are now efficiently creating a chromosome 10 specific library from
hybrid DNA which will dramatically decrease chimerism. However, the major
importance of the work is an overall improvement in YAC technology.
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REPORT DATE: 10,/08/92 WORK UNIT = 1336-91
DETAIL SUMMARY SHEET

TITLE: Investigation of Cross-Reactivity in the Immune Response Against the
Human Thyrotropin Receptor and the HIV-1 New Protein in Rabbits

KEYWORDS: thyrotropin, Nef, protein

PRINCIPAL INVESTIGATOR: Burch, Henry MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Oct 1991
FUNDING: Current FY: $10,419 Previous F¥Ys: §$ 6,758 Total: § 17,177

STUDY OBJECTIVE
To investigate the relevance of an observed amino acid and nucleotide homology
between HIV-1 Nef protein and the human TSH receptor (hTSH-R).

TECHNI~AL APPROACH

Protein synthesis will be performed using expression PCR. Svnthetic peptide
analysis will be done using ELISA and T-cell epitope mapping techniques.
Rabbit immunization will be performed with homologous hTSH-R and Nef peptides.

PRIOR AND CURRENT PROGRESS

Rabbit immune response against hTSH-R is cross-reactive against homologous
HIV-1 Nef. Rabbit immunization with HIV-1 Nef peptide has been accomplished;
immune response is being studied. T-cell response is concurrent to both Nef
and hTSH-R peptides in some patients with Graves’ disease.

CONCLUSIONS

Immune cross-reactivity between the hTSH-R and HIV-1 suggests that the observed
amino acid homology may be sufficient for a shared immune response through
molecular miwa.cry.
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REPORT DATE: 10,/01/92 WORK UNIT = 1337-91
DETAIL SUMMARY SHEET

TITLE: Treatment of Graves' Disease with Cholestyramine

KEYWORDS: Graves' disease, cholestyramine

PRINCIPAL INVESTIGATOR: Solomon, Barbara DNSc
ASSOCIATES: Burman, Kenneth COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Ocr 1991
FUNDING: Current FY: $ 0 Previous FYs: $ 264  Total: § 264

STUDY OBJECTIVE
To determine whether adjunctive use of cholestyramine with anti-thyroid drugs
in Graves' disease is better than anti-thyroid drugs alone.

TECHNICAL APPROACH

A two-group repeated measured design with randnm assignment between groups will
be used. Group 1 receives Atenolol 50 mg PO qd and Tapazole 30 mg PO qd as
standard medical therapy for Graves' disease. Group 2 receives the same
medications plus cholestyramine 4 gms four times per day. Subjects are seen
weekly for 4 weeks to determine symptom assessment and to obtain blood samples
for hormone levels. The principal investigator is blinded to group placement
to avoid bias in assessment.

PRIOR AND CURRENT PROGRESS

Seven of the required 24 patients from WRAMC have completed the study. OCne of
the —:quired 24 patients from FAMC has completed the study. There have been no
adverse effects from either the standard medical therapy or the adjunctive
therapy.

CONCLUSIONS
None.
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REPORT DATE: 11/16/92 . WORK UNIT = 1338-91
DETAIL SUMMARY SHEET
TITLE: A Sixteen-Week, Open-Label, Two-Way Cross-Over Switch Study Comparing
Glucotrol and Glipizide GITS in the Treatment of Non-Insulin Dependent
Diabetes Mellitus and An Open-Label, Long-Tern Evaluation of Glipizide
GITS for the Treatment of NIDDM
KEYWORDS: diabetes, psychological import, glipizide

PRINCIPAL INVESTIGATOR: Clement, Stephen MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Oct 1991
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To measure the efficacy of a long-acting form of glipizide, glipizide GITS, in
the treatment of diabetes. A secondary objective is to measure the impact of
participaring in an intensive protocol on patients’ self-care activities and
their attitudes regarding diabetes care.

TECHNICAL APPROACH

This will be a 16 week open-label, cross-over design and open-label, long-term
efficacy trial with an every 3 month follow-up. There are no changes in the
original protocol or the addendum. Patients randomized to the control group
will not participate in the trial. Hemoglobin AlC and data from questiornaires
from this group will be compared to the study group.

PRIOR AND CURRENT PROGRESS

All 18 patients were entered by February 1992; 16 completed the 16-week trial.
One died secondary to a cerebral infarction and suspected myocardial infarction
at WRAMC; autopsy refused. One patient withdrew due to sympt¢-matic
hypoglycemia. Thirteen of the remaining 16 patients continued in the long-term
efficacy phase and completed the 3-month follow-up. Three patients were
discontinued due to: newly-diagnosed prostate cancer (1), newly-diagnosed
endometrial cancer, and unacceptable hyperglycemia (1). After the 16-week
trial, the HGAlC level decreased by .8% in the entire study group compared to a
1% increase in the control group (p < .02 by ANOVA). The study group also had
a significant increase in glucose monitoring activity and exercise and a
decrease in "binging" activity, compared to the control group (p < .05).

Study patients also had improved self-esteem and satisfaction scores compared
to no change in the control group.

CONCLUSIONS
Participation in an intensive intervention study for NIDDM patients improves
their self-care activities and may contribute to improved glycemic control.
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REPORT DATE: 12/24/92 WORK UNIT = 1339-91
DETAIL SUMMARY SHEET

TITLE: Screening a Self-Selected Adult Patient Population for Diabetes
Mellitus

KEYWORDS: screening, diabetes

PRINCIPAL INVESTIGATOR: Duncan, William LTC MC
ASSOCIATES: Linville, Nicky RN; Clement, Stephen MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Dec 1991
FUNDING: Current FY: § 0 Previous FYs: § 837 Total: $ 837

STUDY OBJECTIVE

To determine whether assessing risk factors for diabetes mellitus and screening
for this disease only when one or more risk factors are present (as recommended
by the American NDiabetes Association) results in an increased proportion of
subjects with abnormal screening glucose concentrations.

TECHNICAL APPROACH .

This is a retrospective chart review. The risk factors recorded on a written
questionnaire by subjects screened by the WRAMC Diabetes Clinic screening
program will be reviewed.

PRIOR AND CURRENT PROGRESS
To date, 575 questionnaires have been analyzed. A manuscript has been
submitted for publication and is currently being revised.

CONCLUSIONS

The use of a risk factors questionnaire does not increase the percentage of
abnormal screening glucose concentrations and, in fact, excludes a sigrnificant
number of individuals with no risk factors but with abnormal screening glucose
concentrations.
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REPORT DATE: 12/24/92 WORK UNIT # 1340-91
DETAIL SUMMARY SHEET

[ITLE: The Bone Mineral Density of Women Treated with Thyroid Hormone

KEYWORDS: bone, thyroxine, density

PRINCIPAL INVESTIGATOR: Duncan, William LTC MC
ASSOCIATES: Solomon, Barbara DNSc:. Chang, Audrey PhD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Dec 1991
FUNDING: Current FY: $ 778 Previous FYs: $ 0 Total: $§ 778

STUDY OBJECTIVE
To determine the factors influencing the bone mineral density in women taking
thyroid hormone.

TECHNICAL APPROACH
The medical records of women who are taking thyroid hormone and who are having
one or more measurements of their bone mineral density will be reviewed.

PRIOR AND CURRENT PROGRESS

To date, 253 medical records have been reviewed. One hundred and ninety-four
women have been included in a cross-sectional analysis group and 64 in a
longitudinal study group (those who had more than one density measurement).

CONCLUSIONS

No factors related to thyroid hormone administration affect the bone mineral
density of the spine. Factors affecting the density of the hip and forearm are
currently bYeing analyzed.
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REPORT DATE: 04/26/93 WORK UNIT = 1341-92
DETAIL SUMMARY SHEET

TITLE: Recognition of Hospital Malnutrition by Primary Physicians

KEYWORDS : mulnutrition, recognition, primary

"PRINCIPAL INVESTIGATOR: Kushner, Jonathan MAJ MC
ASSOCIATES: Martin, Brian LTC MS; Smith, Sandra RD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Jan 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To perform a cross-sectional and observational study to quantify physicians’
avareness of the nutritional state of their inpatients; to document the degree
of nutritional assessment and therapeutics undertaken during typical
hospitalizations in a major teaching center; and to compare the nutritional
assessment of nrimary care physicians with the assessment of a nutrition
support team.

TECHNICAL APPROACH

Chart review of 100 randomly selected adult inpatients evenly distributed
throughout the hospital. The chart review will focus on appearance and use of
nutrition-related terms; listing of "nutrition" as a problem in notes or
problem lists; available objective data such as weight, weight changes, and
labs; and nutrition consultations and interventions. Independent assessment of
the same 100 patients for nutritional status will be made by interview and
exam.

PRIOR AND CURRENT PROGRESS

A total of 100 patients have been enrolled as of March 1992, witl. chart reviews
and interviews completed. Data was tabulated and analyzed July to August 1992,
and an abstract was submitted in August 1992. There have been no adverse
patient reactions. Benefit: several instances of malnutrition were determined
by the study team. These cases were pointed out to the patients in question
and to their primary physicians during the study.

CONCLUSIONS

Twenty-six percent of patients in this study appeared to have a degree of
malnutrition. Admission weight, weight change history, follow-up weights, and
dietary intake documentation were missing in 28-75% of all charts. Nineteen
percent of those with mild malnutrition have no nutrition notations in their
charts. Inpatient malnutrition is common, and a sizable fraction of all
patients do not receive basic screening assessments.
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REPORT DATE: 02/22/93 WORK UNIT # 1342-92
DETAIL SUMMARY SHEET

TITLE: The Interaction of Steroids and Atrial Natriuretic Peptide in Cultured
Thyroid Cells

KEYWORDS: ANP, glucocorticoids, hydrocortisone

PRINCIPAL INVESTIGATOR: Loughney, Melissa MD
ASSOCIATES: Tseng, Yueh-Chu PhD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Feb 1992
FUNDING: Current FY: § 7,118 Previous F¥s: § 1,304 Total: $ 8,422

STUDY OBJECTIVE

To determine the effects of steroid hormones on atrial natriuretic peptide
(ANP) in thyroid cells, and to measure the physiologic response of thyroid
cells co-cultured with steroids.

TECHNICAL APPROACH

Surgically obtained human thyroid tissue will be digested with collagenase and
then cultured in 24-well plates at a concentration of 100,000 cells per well.

Competitive binding studies will be performed using varying concentrations of

glucocorticoids and I-125 labelled ANP. The effects of glucocorticoids on the
cell media will be analyzed for thyroglobulin (Tg) using ELISA methodology and
on the cell growth by thymidine incorporation.

PRIOR AND CURRENT PROGRESS

More than 10 patients have signed consent forms but only 6 thyroid tissues have
been received from Pathology. The pathologist used the majority of each
thyroid specimen and then provided this study with the remaining tissue not
aeeded for diagnosis. There were no adverse effects in patients, and no direct
benefit from the study. The cells that were received were cultured, and
various steroids were added to determine their effects.

CONCLUS1ONS

Hydrocortisone (HC) at physiologic concentrations stimulated ANP binding in all
thyroid tissues studied. HC incubation with thyroid cells for 6 days
stimulated secretion. However, this was not mediated through the cAMP pathway.
3-H thymidine incorporation into DNA by thyroid cells was slightly inhibited by
HC after 3 days, but this effect was abolished after 6 days.
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REPORT DATE: 03/30/93 WORK UNIT # 1343-92
DETAIL SUMMARY SHEET
TITLE: Hormonal Regulation of the Vitamin D Receptor in Human Breast Cancer
Cells: A Novel Strategy for Augmenting the Antiproliferative Effectr
of Calcitriol

KEYWORDS: vitamin D receptor, breast cancer, antiproliferative

PRINCIPAL INVESTIGATOR: Duncan, William LTC MC
ASSOCIATES: Carr, Frances PhD; Nicholson, Diarmuid PhD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Mar 1992
FUNDING: Current FY: $70,849 Previous FYs: § 0 Total: § 70,849

STUDY OBJECTIVE

To study the hormonal regulation of the vitamin D receptor (VDR) in human
breast cancer cells to determine if changes in this receptor augments or
decreases the antiproliferative effect of calcitriol.

TECHNICAL APPROACH

Quantitative PCR and hormone binding assays will be used to determine the
effects of several hormones, known to regulate the VDR in other tissues, on the
concentration of the VDR in human breast cancer cells. The active hormonal
treatments will be used to regulate the VDR when testing the antiproliferative
effects of calcitriol.

PRIOR AND CURRENT PROGRESS

MRDC awarded funds for this project in October 1992. A lab employee to conduct
this study have not been hired, despite repeated attempts to work with CPO to
£fill the position. To date, four applicarts have been referrsd by CPO, but
none were qualified. Thus, no laboratory work has been accomplished.

CONCLUSIONS
None.
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REPORT DATE: 03/18/93 WORK UNIT # 1344-92
DETAIL SUMMARY SHEET

TITLE: The Vascular Endothelium: A Critical Site of Toxin Action

KEYWORDS: mammary arteries, nitric oxide

PRINCIPAL INVESTIGATOR: Taylor, Thomas COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Mar 1992
FUNDING: Current FY: $ 0 Previous FYs: §$ 0 Total: §

STUDY OBJECTIVE
To study the responses of internal mammary artery rlngs to nitric oxide before
and after exposure to the toxin.

TECHNICAL APPROACH

Rings will be cut from internal mammary tissue. These rings will then be hung
in a 37 C tissue bath. Response to physioiogical stimuli will be studied and
recordec. .

PRIOR AND CURRENT PROGRESS

Tests have been done on tissue from three patients. The tests done on the
tissue of two of these patients have been conclusive. However, more tissue
will have to be tested before data can be statistically significant.

CONCLUSIONS
None. A larger number of tissue samples from another site are needed.
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REPORT DATE: 03/15/93 WORK UNIT = 1345-92
DETAIL SUMMARY SHEET
TITLE: Growth Factors and Mammary Epithelial Cells: Effects of TGF- , TGF-B,
Estrogen, and Antiestrogens on Endothelin Secretion and Endothelin
Receptors in Breast Cancer Cell Lines and Human Breast Cancer Cells in
Primary Culture

KEYWORDS: breast cancer, endothelin

PRINCIPAL INVESTIGCATOR: Tceng, Yueh-Chu PhD.

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Mar 1992
FUNDING: Current FY: $ 0 Previous FYs: § 4] Total: § 0

STUDY OBJECTIVE

To assay endothelin (ET) concentrations in media from primary cultures of
normal and malignant mammary epithelial cells. To study if TGF-beta or
TGF-alpha modulates ET secretion in primary mammar cells and breast cancer
lines. To evaluate if estrogen and antiestrogens modulate ET secretion in
estrogen receptor positive cells, and to study ET binding to breast cancer
cells that will indicate a possible autocrine role for the ET.

TECHNICAL APPROACH

Human breast cancer cell lines will be cultured according to the published
procedures in appropriate media, and primary cancer cells will be established
from surgically removed malignant br-ast tissues. Breast cancer cells will be
cultured in media alone or with one of the following factors: TGF-alpa,
TGF-beta, estrogen, or antiestrogen, for a defined period of time. Media will
be removed and assayed for ET concentrations using KIA. Viable cancer cells
will also be assayed for ET receptors by competitive Scatchard binding assays
using I1-125 labelled ET.

PRIOR AND CURRENT PROGRESS

This protocol was not funded by the United States Army Medical Research and
Development Command. Hence, the protocol has never been activated, and no
study has been done on this project.

CONCLUSIONS
None.
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REPORT DATE: 04/15/93 WORK UNIT # 1346-92
DETAIL SUMMARY SHEET

TITLE: Development of a Quantitative Polymerase Chain Reaction for Vitamin D
Receptor mRNA

KEYWORDS: mRNA, receptor, cholecalciferol

PRINCIPAL INVESTIGATOR: Nicholson, Diarmuid Ph.D., DAC
ASSOCIATES: Duncan, Wiiliam LTC MC; Wray, H. Linton COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Apr 1992
FUNDING: Current FY: $12,398 Previous FYs: § 0 Total: $§ 12,398

STUDY OBJECTIVE

To develop a quantitative polymerase chain reaction (PCR) technique for
measuring vitamin D receptor (VDR) mRNA; and to utilize this technique to
investigate the ontogenesis at the transcriptional level of the hepatic and
renal VDR in m-le and female rats.

TECHNICAL APPROACH

Total RNA is isolated from the tissues by extraction in the presence of phenol
and denaturants. The VDR is detected by PCR amplification with VDR specific
primers. The amplification is quantified by the inclusion of a synthetic DNA
with the same VDR primer sites. Two PCR products are made, authentic and
synthetic VDR, which differ in size and can be separated and quantified on a
sizing gel. The protocol has been modified to include fluorescence as a
detection method.

PRIOR AND CJRRENT PROGRESS

The internal VDR standard has been assembled from different oligonucleotide
sub-fragments. and the artificial gene region was incorporated from the virus
PhiX174. The standard has been partially sequenced to verify the construction.
Currently the PCR technique is being validated to show that there is a linear
response to starting template concentration. The detection method is being
evaluated to see which is the most sensitive and reproducible. Fifteen animals
were ordered in the last year, and 12 have been euthanized. There were no
serious and/or unexpected adverse reactions.

CONCLUSIONS

An internal standard has been shown to work in the system. Both authentic and
synthetic VDR can be detected in a single PCR tube. Attaching a fluorescent
label to one of the primers and detecting the product on an automated sequencer
seems to offer advantages over detection and quantitation by radiolabeling one
of the primers.
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REPORT DATE: 04,/06/93 WORK UNIT # 1347-92
DE'AIL SUMMARY SHEET
TITLE: Adrenal Suppression During the Use of Dexamethasone Mouthwash: An
Analaysis of Prevalence, Dose-Response Relatinship and Clinical
Consequences

KEYWORDS : adrenal, suppression, dexamethasone

PRINCIPAL INVESTIGATOR: Burch, Henry MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Apr 1992
FUNDING: Current FY: $ 0 Previous FYs: §$ 0 Total: $

STUDY OBJECTIVE

To assess adrenal reserve in patients using oral dexamethasone mouthwash, and
to compare results of the ovine corticotropin releasing hormone (CRH)
stimulation test to adrenocorticotropic hormone (ACTH) stimulation testing.

TECHNICAL APPROACH
CRH stimulation test and ACTH stimulation test will be performed on each
participant.

PRIOR AND CURRENT PROGRESS

The supplier of the investigational drug CRH has withdrawn this agent from
Investigational use due to upcoming FDA approval 2nd commercial release.
Hence, this protocol has been terminated.

CONCLUSIONS :
Protocol terminated due to withdrawal of investigational drug CRH.
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REPORT DATE: 05/05/93 WORK UNIT =# 1348-92
DETAIL SUMMARY SHEET

TITLE: Combined Free Thyroxine and Sensitive TSH Testing in a Large Clinical
Practice: Comparison with Conventional Thyroid Laboratory Testing in
Patients with Various States of Thyroid Function and Acquired Binding
Protein Abnormality

KEYWORDS: combined, free, thyroxine

PRINCIPAL INVESTIGATOR: Burch, Henry MAJ, MC
ASSOCIATES: Solomon, Barbara DNSc

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: May 1992
FUNDING: Current FY: $ 0 Previous FYs: $ 0 Total: §

STUDY OBJECTIVE

Tc compare the utility of a new thyroid hormone profile to that of a classic
profile.

TECHNICAL APPROACH

Each of four thyvroid function tests or derived indices (in the three clinical
states of hyper . lism, euthyroidism, and hypothyroidism) will be assessed
for discordance rates from the remaining three tests.

PRIOR AND CURRENT PROGRESS
Data has been obtained on 261 patients with miscellaneous thyroid and
non-thyroid conditions.

CONCLUSIONS
Pending completion of data analysis.
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REPORT DATE: 05/05/93 WORK UNIT # 1349-92
DETAIL SUMMARY SHEET

TITLE: Acute Changes in Total and Free Thyroid Hormone Levels Following
Radioiodine Ablation Therapy in the Treatment of Graves’' Disease

KEYWORDS: ablation, changes, Graves'

PRINCIPAL INVESTIGATOR: Burch, Henry MAJ MC
ASSOCIATES: Burman, Kenneth COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: May 1992
FUNDING: Current FY: § 7,776 Previous F¥s: § 0 Total: § 7,776

STUDY OBJECTIVE

To assess for acute changes in free and total thyroid hormones following the
discontinuation of antithyroid drugs and administration of radioiodine (I-131)
in Graves' disease (GD).

TECHNICAL APPROACH

Patients with GD are admitted to the Kyle Metabolic Unit. Following baseline
laboratory testing, antithyroid therapy (ATD) is stopped. Serial blood
specimens are obtained for the 6 days preceding and 2 weeks following 1-131
ablation.

PRIOR AND CURRENT PROGRESS

Fifteen patients have been enrolled. There have been no serious or unexpected
adverse reactions. Preliminary analysis of results on the first 12 patients
shows a significant elevation in thyroid hormones following discontinuation of
ATD which is not appreciably worsened with the administration of I-131.
Correlation between extent of exacerbation after ATD discontinuation and
patient ch-racteristics will be performed when the target number of patients
have been evaluated.

CONCLUSIONS

Preliminary analysis of data to date suggests that the primary danger of
hyperthyroidism exacerbation in patients with GD occurs following preparation
for I-31 rather than from the ablation therapy itself.
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REPORT DATE: 08,/11/93 WORK UNIT = 1350-92
DETAIL SUMMARY SHEET

TITLE: The Effect of Etidronate on Bone Mienral Density (BMD) in Patients on
Levothyroxine Suppression

KEYWORDS: cyclical etidronate, bone mineral density

PRINCIPAL INVESTIGATOR: Bernet, Victor CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Aug 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the effects of short and intermediate term therapy witi cyclical
etidronate on bone mineral density and bone turnover in patients receiving
levothyroxine for suppression of nodular thyroid disease or thyroid cancer.

TECHENICAL APPROACH

Patients will be stratified according to the covariates (1) menopausal status
and (2) time on levothyroxine. Patients will be randomized to either
etidronate treatment or no etidronate treatment. Randomization will be
determined using every WRANDOM program. Patients will be evaluated at baseline
and 6 months, for a total of 24 months, by BMD, T3RIA, FT4, TSH, ionized
calcium, PTH, osteocalcin, as well as 24 hour hydroxyproline, calcium,
Pyridinium cross-links and creatinine.

PRIOR AND CURRENT PROGRESS

To date, 57 patients have been enrolled during the first year of the study.
The total goal is 90. There have been no serious or unexpected adverse
reactions. There have been three withdrawals. One patients developed
cataracts, and another had weight gain. Both of these patients were receiving
etidronate, but there was no evidence that the problems were related to this
therapy. One other patient was enrolled but dropped out prior to the first
baseline evaluation. Presently it cannot be determined whether a benefit
exists for patients on etidronate therapy.

CONCLUSIONS
More data needs to be collected before any interim or final conclusions can be

drawn.
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REPORT DATE: 37,/07/93 WORK UNIT = 135€-44
DETAIL SUMMARY SHEET

TITLE: Ketoconazole-Induced Suppression of Serum Testosterone Levels in Men

KEYWORDS: ketoconazole, testosterone, gonadotropins

PRINCIPAL INVESTIGATOR: Glass, Allan LTC MC

JEPARTMENT: Department of Medicine STATUS:. Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Jul 1984
FUNDING: Current FY: § Q Previous FYs: § 4,352 Toctal: § 4,352

STUDY oI "SCTIVE

To determine whether the stimulation of serum LH and FSH that follows the
ketoconazole-induced reduction in serum testosterone is useful as a test of
pituitary gonadotropin reserve.

TECHNICAL APPROACH

Subjects are given ketoconazole 200 mg every 8 hours for 7 days, and serum lH,
FSH, testosterone, and 17-OH-progesterone are measured before and after drug
administration.

PRIOR AND CURRENT PROGRESS
No new patients were studied during the past year. This protocol is being
terminated due to expiration of S5-year time limit.

CONCLUSIONS
Ketoconazole reduces serum testosterone and increases serum LH and FSH.
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REPORT DATE: 02/08/93 WORK UNIT = 1359-85
DETAIL SUMMARY SHEET

TITLE: Newer Investigations into the Immune Mechanisms of Thyroid Disease
(1985)

KEYWORDS: immunology, thyroid disease

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Baker, James MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Feb 1985
FUNDING: Current FY: $16,699 Previous FYs: § 51,726 Total: § 68,425

STUDY OBJECTIVE

To define the T and B cell abnormalities in patients with thyroid disease, both
in the peripheral mononuclear cells, as well as in the intra-thyroidal
mononuclear cells,

TECHNICAL APPROACH

There are various aspects of this study: 1) Peripheral mononuclear cells are
isolated and cultured in the presence of antigen specific and non-specific
stimuli; 2) Similar studies are performed with intra-thyroidal cells; 3) Genes
encoding unique or interesting cellular proteins are characterized; and 4)
Antigen-specific proteins are characterized.

PRIOR_AND CURRENT PROGRESS

Clones of cells have been isolated and their antigen-specific characteristics
studied. Thyroglobulin clones that are thought to be important in disease
propagaticin have been sequenced using hybridoma antibodies. Several clones
have been sequenced and their nucleotide pattern identified. Forty-five
patients have been studied with no adverse reactions. Fifteen patients were
enrolled in 1992.

CONCLUSIONS
Graves’' disease is an autoimmune disease in which there is a heterogeneous
activation of T and B cells. Thyroglobulin epitopes have been identified.
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REPORT DATE: 11/09/92 WORK UNIT # 1371-86
DETAIL SUMMARY SHEET

TITLE: Transplantation Antigens on Spermatozoa

KEYWORDS: transplantation, HLA, spermatozoa

PRINCIPAL INVESTIGATOR: Glass, Allan COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Servi e APPROVAL DATE: Nov 1985
FUNDING: Current FY: § 0 Previous F¥s: § 11,403 Total: $ 11,403

STUDY OBJECTIVE
To determine the nature and amount of transplantation antigens in spermatozoa.
To compare transplantation antigens in blood cells and sperm.

TECHNICAL APPROACH

Detection of transplantation antigens in spermsatozoa by use of specific
antisera and fluorescent detection techniques. CTatection of released antigens
by means of hemolytic plaque assay.

PRIOR AND CURRENT PROGRESS

Current work is directed toward using DNA probes to identify specific
substances in spermatozoa. One study was completed using an older methodology,
and presertly a newer method is in use. Progress during the past year has been
greatly hampered by difficulty obtaining appropriate sperm specimens, as well
as significant limitations in personnel time to perform these studies.

CONCLUSIONS
Deferred, pending completion of current experiments with newer methodology.
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REPORT DATE: 11,/09/92 WORK UNIT # 1372-86
DETAIL SUMMARY SHEET

TITLE: Effect of Altered Energy Balance on Sexual Maturation in Rats

KEYWORDS: energy balance, sexual maturation, hyperthyroidism

PRINCIPAL INVESTIGATOR: Glass, Allan COL MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Nov 1985
FUNDING: Current FY: § 0 Previous F¥s: § 68,391 Total: § 68,391

STUDY OBJECTIVE
To determine the effect of alterations in energy balance on sexual maturation
in rats.

TECHNICAL APPROACH

Energy balance will be manipulated in rats by food restriction,
hyperthyroid.-m, or catecholamine infusion. Parameters of puberty and growth
will be monitored serially, including assessment of such factors as hormone
levels, growth rates, timing of vaginal opening, and sperm production.

PRIOR AND CURRENT PROGRESS

There is no additional progress to report since the last APR. This protocol is
being closed at the request of DCI because it has reached the maximum
permissible time limit for an animal protocol. Additional studies are
contemplated, and a new protocol will be submitted.

CONCLUSIONS

Mild hyperthyroidism in weanling rats seems to delay puberty by interfering
with hypothalar’- function, specifically estroger induced LH release. Effect
of hyperthy~oidism on tissue-specific expression of IGF-1 remains to be
determined.
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REPORT DATE: 04/27/93 WORK UNIT # 1376-86
DETAIL SUMMARY SHEET

TITLE: Ketoconazole Effects on Vitamin D in Hypercalcemic Patients

KEYWORDS: ketoconazole, hypercalcemia, vitamin D

PRINCIPAL INVESTIGATOR: Glass, Allan COL MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Apr 1986
FUNDING: Current FY: § 0 Previous FYs: § 18,811 Total: § 18,811

STUDY OBJECTIVE

To determine whether ketoconazole can reduce serum vitamin D levels and/or
serum calcium levels in hypercalcemic patients, and to assess whether such
reduction might be of diagnostic or therapeutic use.

TECHNICAL APPROACH

Measurement of serum calcium, PTH, and vitamin D metabolites in hyrercalcemic
patients before and after administration of ketoconazole 200 mg every 8 hours
for 1 week.

PRIOR AND CURRENT PROGRESS
No patients were studied during this fiscal year due teo the lack of suitable

patients, resources, and time. No additional assays were completed during this
fiscal year.

CONCLUSIONS

Ketoconazole lowers serum concentrations of 1,25 dihydroxy-vitamin D in normal
and hypercalcemic subjects.
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REPORT DATE: 10/19/92 WORK UNIT # 1385-87
DETAIL SUMMARY SHEET

TITLE: Molecular Biology of Thyroid Disease

KEYWORDS: molecular, thyroid, biology

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Wartofsky, Leonard COL MC; Burch, Henry MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Oct 1986
FUNDING: Current FY: § 0 Previous F¥s: § 65,494 Total: § 65,494

STUDY OBJECTIVE
To clone the genes encoding for TSH receptor and TSH receptor antibody, and to

characterize the receptor gene product.

TECHNICAL APPROACH

This study will try to clone the TSH receptor and related proteins via two
different methods. The first involves setting up a Lambda GT1ll cDNA expression
library from the thyroid gland and screening expression proteins with TSH
receptor antibodies, both polyclonal and monoclonal. The second uses
expression PCR with specific primers. SSCE will be used to identify specific
abnormal areas, that are then sequenced.

PRIOR AND CURRENT PROGRESS

A total of 40 subjects have been enrolled in this study .2 during the past
year. There has been no incidence of unexpected or adve.se reactions. These
techniques have been used to screen a library. Observations have been that
thyroglobulin has immunogenic epitopes and that the TSH receptor is immunogenic
ir 2a352-380. Further, this study is screening for abnormal areas in the
oncogenes p53 and PTC in the TSH receptor and for peroxidase, RAS, and actin in
related, relevant DNA coding areas.

CONCLUSIONS

The TSH receptor is composed of different transcripts, intrathyroidal
lymphocytes from patients with autoimmune disease show a polyclonal
heterogeneity, a unique area in the TSH receptor that is immunogenic has been
identified, thyroglobulin may have gene abnormalities, and the TSH receptor is
normal in these states.
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REPORT DATE: 07,07/93 WORK UNIT # 1391-87
DETAIL SUMMARY SHEET

TITLE: Bone Mineral Density (BMD) in Patients with Chronic Renal Failure

KEYWORDS: bone mineral, renal failure

PRINCIPAL INVESTIGATOR: Duncan, William LTC MC
ASSOCIATES: Gouge, Steven MAJ MC; Moore, Jack LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Jun 1987
FUNDING: Current FY: § 0 Previous FYs: § 814 Total: § 814

STUDY OBJECTIVE
To correlate bone mineral density measurements at the spine and forearm with

clinical and laboratory parameters of patients with chronic renal failure.

TECHNICAL APPROACH
This is a pilot retrospective chart review of patients with chronic renal
failure who have had forearm and spine bone mineral density measurements.

PRIOR AND CURRENT PROGRESS

Data collection is completed and analyzed. Results indicate that in chronic
renal failure, bone loss is primarily cortical, and that measurement of
trabecular bone adds little to the evaluation of patients with chronic renal
failure. This finding adds little to the existing medical literature on this
subject. Therefore, data collection and analysis is being stopped at this
time.

CONCLUSIONS
Forearm densitometry is the test of choice to follow the status of bone mineral

density in patients with chronic renal failure.
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REPORT DATE: 09,14/93 WORK UNIT # 1395-87
DETAIL SUMMARY SHEET

TITLE: Oncogenes and Thyroid Receptors

KEYWORDS: oncogenes, thyroid

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Carr, Frances PhD; Baker, James MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Sep 1987
FUNDING: Current FY: § 535 Previous FYs: § 182,360 Total: $ 182,895

STUDY OBJECTIVE

To determine whether oncogenes are expressed variably in thyroid tissue derived
from patients with different thyroid diseases. Further, patterns of DNA
bybridization will help determine if amplified or rearranged genes exist.

TECHNICAL APPROACH

Nucleotides will be subjected to gel electrophoresis and then transferred to
nylon or nitrocellulose. These membranes will then be prebed with high
specific activity P32 labelled inserts or plasmids. Results will be
quantitated visually and by spectrophotometer readings, after autoradiography
and development. Abnormal patterns of hybridization may indicate expression
abnormalities in RNA or amplification or rearrangement abnormalities in DNA.

PRIOR AND CURRENT PROGRESS .

This researcher has been successful in developing and refining techniques to
isolate, purify, electrophorese, transfer, and hybridize RNA and DNA. Samples
have been obtained from 45 patients altogether; 5 during the past year. There
have been no serious or unexpected adverse reactions. The patients studied had
thyroid cancer, nodules, and goiter. Using the ~-Erb B gene probe the
researchers noted that several cell lines have rearranged genes, but none of
the thyroid tissue analyzed showed consistent abnormality. C-myc patterns were
also examined, and no consistent abnormality was noted. p53 gene mutations
have been analyzed. There are specific mutations in several cell lines, but
none in differentiated cancer. An estimated one million bases were sequenced
in this study.

CONCLUSIONS

Thyroid cell lines may grow by virtue of the fact that they have rearranged
genes for growth factors, but other oncogenes, such as c-myc and c-Erb B,
probably do not play an integral role in determining how thyrocytes grow and
divide. p33 is not abnormal in differentiated cells but is abnormal in cell
lines.
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REPORT DATE: 12/09/92 WORK UNIT # 1399-87
DETAIL SUMMARY SHEET

TITLE: Growth Factors and the Thyroid Gland

KEYWORDS : human thyroid, EGF, ANP

PRINCIPAL INVESTIGATOR: Tseng, Yueh-Chu PhD
ASSOCIATES: Wartofsky, Leonard COL MC; Burman, Kenneth COL MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Dec 1987
FUNDING: Current FY: § 8,213 Previous FYs: § 102,850 Total: § 111,063

STUDY OBJECTIVE

To determine the role of epidermal growth factor (EGF), atrial natriuretic
peptide (ANP) and their respective receptors in the maintenance of cultured
human thyroid cells derived from surgically removed thyroids in various
diseased states.

TECHNICAL APPROACH

1) Primary thyroid cell culture will be established by digesting human thyroid
tissues with collagenase, collecting the thyroid cells, then growing cells in
proper plates for experiments. 2) EGF and ANP receptors on thyroid cells will
be assayed by Scatchard analysis to determine the number of receptor binding
sites and their respective binding association constants. 3) Effects of EGF
and ANP on thyroglobulin (Tg) secretion by thyroid cells will be determined by
assaying Tg concentration media using ELISA. &) ANP receptor will be
characterized by affinity cross-linking using chemica’ reagent followed by
electrophoresis gel separation.

PRIOR AND CURRENT PROGRESS

More than 35 patients signed a consent form, b 't only 15 thyroid tissues were
provided by the pathologist to be processed for this study. The tissues
obtained were leftover after the pathologist had taken sufficient thyroid for
diagnosis. No adverse effect was observed on patients, and they did not
directly benefit from the study. Cultured thyroid cells were incubated with
thyrotropin or transforming growth factor, and cell responses were studied.
Cultured medium was assayed for endothelin and thyroglobulin levels. Thyroid
cells were also assayed for receptor bindings to radiolabeled endothelin and
epidermal growth factor to determine receptor binding sites and affinities.

CONCLUSIONS

Thyroid cells synthesize and secrete endothelin into cultured media. Addition
of transforming growth factor-B to medium stimulates endothelin secretion.
Endothelin receptors were identified on human thyroid cells, and the receptor
number was modulated by transforming growth factor-B and thyrotropin.
Thyrotropin stimulated binding of epidermal growth factor to receptors on human
thyroid cells.
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REPORT DATE: 09,/08/93 WORK UNIT # 1812

DETAIL SUMMARY SHEET

TITLE: Oncogenes in Basal Cell Nevus Syndrome, Cowden's Disease and Tore's
Disease

KEYWORDS: epidermal growth factor, EGF-R

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: James, William COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Sep 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: §

STUDY OBJECTIVE .
To assess whether there is a relationship between oncogenes and diseases

involving multiple skin neoplasms associated with internal malignancies.

TECHNICAL AcPROACH
DNA will be isolated from peripheral white blood cells and/or lesional tissue

in study patients as per "Molecular Cloning: A Laboratory Manual" by T.
Maniatis, et al. DNA samples will then be electrophoresed on agarose gel and
hybridized with p32-labelled EGF-R probe after Southern blotting. Homologous
areas will be visually assessed via autoradiograms. RNA samples will also be
prepared by standard techniques and examined as above. No modifications noted

to original protocol.

PRIOR AND CURRENT PROGRESS
A manuscript was sent for publication. The editor required further studies

which necessitated the enrollment of 11 new subjects this past year.
Altogether, 15 subjects have been enrolled, and there has been no incidence of
serious or unexpected adverse reactions. No additional subjects will be

enrolled.

CONCLUSIONS
EGF-R does not seem to be perturbed in these disease states.
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REPORT DATE: 10/07/93 WORK UNIT # 4299
DETAIL SUMMARY SHEET

TITLE: T-Cell Dysfunction as a Prognosticator for the Development of
Autoimmune Thyroid Disease in Microsomal Antibody Positive Postpartum

Women
KEYWORDS: thyroiditis, oncogenes, autoimmunity

PRINCIPAL INVESTIGATOR: Fein, Henry LTC MC
ASSOCIATES: Smallridge, Robert COL MC; Carr, Frances PhD

DEPARTMENT: Department of Medicine ' STATUS: Terminated
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Aug 1990

FUNDING: Current FY: §$ 0 Previous fYs: § 14,013 Total: § 14,018

STUDY OBJECTIVE

To evaluate T cell dysfunction to shed light on pathogenesis of Autoimmune
Thyroid Disease (AITD). It is anticipated that thyroid microsomal antigen
specific stimulation will reveal alterations in postpartum wicrosomal antibody
positive patients which may better explain causes of AITD and identify women
who will develop clinical postpartum thyroid disease. T cells will be used
from four groups of women: postpartum MAb positive(+) or negative(-);
nonpostpartum MAb + or -.

TECHNICAL APPROACH

T cells will be obtained at 0,3,6 mos from postpartum subjects and once from
nonpostpartum subjects. IL-1 stimulation will look for nonspecific enhancement
of immune function. Baseline and stimulatory measurements of proto-oncogenes
c-fos, c-jun, and c-myc, IL-2 production, and cell proliferation via [3H]
thymidine incorporation will be made. Intergroup variations in the response of
these assay- to various stimuli will reflect alterations in T cell function.
MAb levels will be analyzed in relation to incremental cha:.ges of oncogenes,
IL-2 production, and cell proliferation. Gestational alterations in immune
system will be reflected by differences in the three test criteria when
comparing the four groups.

PRIOR AND CURRENT PROGRESS
This research study has been administratively terminated.

CONCLUSIONS
This research protocol has been administratively terminated.
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REPORT DATE: 05/27/93 » WORK UNIT # 9266
DETAIL SUMMARY SHEET

TITLE: The Treatment of Graves' Disease with Anti-Idiotype Therapy Using
Intravenous Immunoglobulin

KEYWORDS: Graves' disease, anti-idiotype, IV immunoglobulin

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Baker, James MAJ MC; Wartofsky, Leonard COL MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service , AFPPROVAL DATE: May 1986
FUNDING: Current FY: §$ 0 Previous FYs: § 23,963 Total: $ 23,963

STUDY OBJECTIVE

To determine if IV immunoglobulin alters thyroid function or antibody levels in
patients with Graves’ disease.

TECHNICAL APPROACH
Subjects will be infused with 4 grams per kg daily for 3 days. Thyroid hormone
levels and TBII and TSI levels before, during, and after the infusion will be
determined.

PRIOR AND CURRENT PROGRESS

The three infusions performed were tolerated well by two subjects; the third
did not feel well during the infusion. No new patients have been accrued since
1988. There were apparently no. major alterations in the parameters measured.

The plan was to recruit more patients, but the investigators were unable to do
so.

CONCLUSIONS-

It does not appear that IV immunoglobulin is a successful treatment of Graves'’
disease.
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REPORT DATE: 09/14/93 WORK UNIT # 9273
DETAIL SUMMARY SHEET

TITLE: Identification and Characterization of Thyroid Autoantigens

KEYWORDS: thyroid, antigen, viral

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Humphrey, Michael CPT MC; Francis, Thomas CPT MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Sep 1988
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $

STUDY OBJECTIVE
To identify viral- like particles in serum or thyroid tissue from patients with
thyroid disease.

TECHNICAL APPROACH

Northern and Southern blots with viral probes, as well as PCR with viral and
related particles, EB virus transformation, and hybridoma fusions for T and B
cells are to be performed.

PRIOR AND CURRENT PROGRESS

Clones were identified that had sequences similar to thyroglocbulin, and the
sequences were assessed. The thyroglobulin clones were also identified by use
of disease-associated monoclonal antibodies in animals. In addition, the T
cells that respond to local thyroid autoantigens were characterized. These
cells seemed to respond to a particular portion of the TSH receptor (aa
90-120). Spectometry was used to analyze disecase-associated antigens.
HIV-line viral particles were not found. Dr. Bhata, who was working on this
project, has left, so progress was hindered.

CONCLUSIONS

The TSH receptor contains a unique immunogenic portion which can stimulate T
cells specifically.
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REPORT DATE: 09,/03/93 WORK UNIT # 1401

DETAIL SUMMARY SHEET

TITLE: The Effect of Normalization of Intraesophageal pH on Mucosal
Proliferation in Barrett’s Esophagus

KEYWORDS: Barrett's esophagus, gastroesophageal reflux, proliferation

PRINCIPAL INVESTIGATOR: Wong, Roy COL MC
ASSOCIATES: Maydonovitch, Corinne BS

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: Sep 1988
FUNDING: Current FY: $ 635 Previous FY¥s: § 6,597 Total: $ 7,232

STUDY OBJECTIVE

Barrett’'s esophagus (BE) is-a columnar epithelium with premalignant potential
which develops in response to prolonged and sev-re gastroesophageal reflux
(GER). The study objective is to normalize the intraesophageal pH with
omeprazole (Losec) and then observe the effect un mucosal proliferation as
assessed by ornithine decarboxylase activity and thymidine uptake.

TECHNICAL APPROACH

Patients (10) with BE, who have reflux by 24 hour ambulatory esophageal pH
study, will have esophagogastro-duodenoscopy (EGD) to obtain biopsies of BE to
measure mucosal proliferation rate. Losec 20 mg po bid will be started; a pH
study will be repeated after 1 week. If the esophageal pH is still <4, the
dosage of Losec will be increased and the pH study repeated. When the
esophageal pH is >4 on repeat pH study, the Losec will be continued an
additional 60 days. EGD with biopsies and pH study will be completed after 30
and 60 days on Losec. Five control patients (with gastric ulcers) will undergo
three sequential ©"D's with at least one pH study tn exclude GER.

PRIOR AND CURRENT PROGRESS

A total of 10 patients, none during the past year, have been enrolled and have
completed this study. There have been no adverse reactions in any patient
during the study. The enrollment phase of this study is completed. Progress
continues in processing esophageal biopsies and in calculating proliferation
indices of tritiated thymidine studies on 1,100 tissue slides generated.

CONCLU‘STONS

High dose (40-60 mg) Prilosec, formerly named Losec, normalizes intraesophageal
pH in patients with Barrett’s esophagus. A decrease in ornithine decarboxylase
activity (ODC) was noted following normalization of intraesophageal pH.
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REPORT DATE: 12/15/92 WORK UNIT # 1404
DETAIL SUMMARY SHEET

TITLE: Treatment of the Microscopic Colitis/Collagenous Colitis Syrdrome with
Sulfasalazine: A Double-Blind Crossover Controlled Trial

KEYWORDS: microscopic/collagenous, colitis, sulfasalazine

PRINCIPAL INVESTIGATOR: Moses, Frank LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPh. ‘AL DATE: Dec 1988
FUNDING: Current FY: § 0 Previous FYs: § 100 Total: § 100

STUDY OBJECTIVE
To determine whether sulfasalazine is effective therapy for the microscopic

colitis/collagenous colitis (MC/CC) syndrome.

TECHNICAL APPROACH -
A retrospective review and a prospective, double-blind, placebo controlled
Lcrossover study of the efficacy of 12 weeks' treatment with oral sulfasalazine

in patients with the MC/CC syndrome.

PRIOR AND CURRENT PROGRESS

Previously, 14 patients suspected to have the MC/CC syndrome had been reviewed
to better define the population prior to the prospective trial. Patients with
inflammation of the lamina propria (4/14) had greater clinical disease and
stool weight. Sulfasalazine appeared to be effective in achieving a clinical
response in selected patients. Four patients were enrolled to the prospective
arm of the study but did not fulfill histologic criteria for randomization to
treatment. During the last year, no additional patients were enrolled in the
protocol. There has been no incidence of serious or unexpected adverse
reactions.

CONCLUSIONS
The MC/CC syndrome causes chronic diarriv 1  Histologic features correlate with
clinical disease. Sulfasalazine appears . be effective in selected patients.
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REPORT DATE: 03/15/93 WORK UNIT # 1406
DETAIL SUMMARY SHEET

TITLE: Campylobacter Pylori: Serologic Studies as a Measure of Efficacy of
Treatment

KEYWORDS: helicobacter pylori, peptic ulcer, gastritis

PRINCIPAL INVESTIGATOR: Cheney, Christopher LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Mar 1989
FUNDING: Current FY: § 1,116 Previous FYs: § 10,467 Total: $§ 11,583

STUDY OBJECTIVE

a) To determine if H. pylori is a chronic infection; b) to determine efficacy
of treatment and whether antibody levels fall with successful eradication of H.
pylori; and ¢) to determine if salivary antibodies are present in detectable
amounts to predict infection with the organism.

TECHNICAL APPROACH

Patients known or suspected of harboring H. pylori undergo upper endoscopy with
gastric biopsy to confirm the presence of the organism. A tube of blood is
drawn and saliva is collected for determination of antibody to the organism.

If the organism is present, treatment with Pepto Bismol, tetracycline, and

metronidazole is given for 3 weeks. Patients return 1 month and 6 months later
for reevaluation.

PRIOR AND CURRENT PROGRESS

Twenty-four patients have been accessioned into the protocol this past year,
for a total of 89 patients enrolled to date. Of the new 24 patients, 21 were
H. pylori positive and underwent therapy. Of these patients, two were

treatment failures. There were no withdrawals or serious »r unexpected adverse
reactions.

CONCLUSIONS

Treatment continues to have good efficacy (82% eradication). Results of serum
and salivary antibody levels have been published and showed declining levels
with treatment. Salivary levels are small, and a newer collection method is
being used to improve antibody recovery.
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REPORT DATE: 04/15/93 WORK UNIT # 1407
DETAIL SUMMARY SHEET

TLTLE: Effectiveness of Pneumatic Dilations in the Treatment of Achalasia

KEYWORDS: achalasia, pneumatic dilation

PRINCIPAL INVESTIGATOR: Wong, Roy COL MC
ASSOCIATES: Maydonovitch, Corinne BS

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Apr 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To study the efficacy of pneumatic dilations performed in patients at WRAMC;
and to determine if manometric or esophageal emptying studies can predict
success of dilation.

TECHNICAL APPROACH

Review charts of patients evaluated for achalasia in the GI Clinic at WRAMC.
Data collection will include patient’s symptoms and weight, esophageal
manometry studies, and esophageal emptying studies prior to and 1 month after
dilation.

PRIOR AND CURRENT PROGRESS

Thirty charts of previously untreated achalasia patients have been reviewed;
none this past year. Data collected includes the results of esophageal
manometry studies and cornflakes emptying studies performed before dilation and
at 1, 6, and 12 months after dilation. Additionally, several parameters were
measured at the time of dilation. A manuscript is in progress.

CONCLUSIONS .

Graduated pneumatic dilation is a safe and effective treatment for achalasia.
No perforations were noted in 75 dilations performed. No single parameter
examined at the time of dilation could indicate success versus failure.
Significant improvement in post-dilation parameters was noted in successfully
treated patients.
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REPORT DATE: 05/26/93 WORK UNIT # 1408

DETAIL SUMMARY SHEET

TITLE: Nocturnal Gastroesophageal Reflux--Factors Associated with Reflux
Events: A Retrospective Review of 24 Hour Esophageal pH Monitoring Data

KEYWORDS: nocturnal, gastre 21 reflux, 24 hr pH monitoring

PRINCIPAL INVESTIGATOR: Landes, Tim MAJ MC
ASSOCIATES: Maydonovitch, Corinne BS; Wong, Roy COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: May 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE .
To review 24 hr pH monitoring studies to identify behavioral and physiologic

events associated with gastroesophageal reflux (GER) events.

TECHNICAL APPROACH
Review 24 hr pH studies performed in the WRAMC GI Clinic over the past 4 years

to select two groups: 1) patients with significant GER, as defined by a
monitoring score >20; and 2) a control group, patients evaluated for GER who
had a score </=20. Reflux events in each group will be analyzed for time of
day they occurred, relationship to meals, patient’s posture, and duration of
reflux episode.

PRIOR AND CURRENT PROGRESS

A total of 220 24-hour pH charts were reviewed for this study; 156 of them
during this past year. Data was collected from 176 of these charts: 64 charts
of patients with supine GER and 112 charts of patients with upright reflux.
Currently, data is being collated and analyzed in preparation of two

manuscripts.

CONCLUSIONS

Lower esophageal sphincter pressure does not predict degree of acid exposure in
the supine position. Upright reflux patients have the majority of reflux
episodes within 2 hours after a meal.
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REPORT DATE: 10/15/92 WORK UNIT # 1410
DETAIL SUMMARY SHEET

TITLE: Open Label Trial of Low Dose Oral Pulse Methotrexate Therapy for
Primary Sclerosing Cholangitis

KEYWORDS: methotrexate, sclerosing, cholangitis

PRINCIPAL INVESTIGATOR: Moses, Frank LTC MC
ASSOCIATES: Peller, Thomas MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Oct 1989
FUNDING: Current FY: $ 0 Previous FYs: $§ 0 Total: §

STUDY OBJECTIVE
To determine possible efficacy of low-dose methotrexate in the treatment of
primary sclerosing cholangitis.

TEC.NICAL APPROACH

After baseline evaluation to rule out other potential etiologies of liver
disease, the patient has an ERCP, liver biopsy, and HIDA scan. They are then
placed on gradually increasing doses of methotrexate (up to a maximum dose of
25 mg weekly). The patients are followed on a monthly basis. At the end of 1
year, a total re-evaluation is performed, with treatment continued for an
additional year.

PRIOR AND CURRENT PROGRESS

A total of 10 patients have been entered into the study; 4 this past year.
Three have complets4 the full 2 years and are being followed clinically. One
subject refused to continue the protocol after 13 months; the drug was
discontinued, and the patient is being followed by a primary physician. Two
patients have failed therapy after 13 and 18 month-, respectively. One has
received a liver transplant and is doing well. The second is awaiting
transplant. The remainder are continuing with the protocol.

CONCLUSIONS
Study is ongoing, and additional subjects are being recruited.
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REPORT DATE: 01/22/93 WORK UNIT # 1411
DETAIL SUMMARY SHEET

TITLE: The Effect of Lithium Carbonate on Gastric Emptying and
Gastrointestinal Hormones in Humans: A Double Blind Randomized Study

KEYWORDS: lithium, carbonate, gastric emptying

PRINCIPAL INVESTIGATOR: DeMarkles, Michael CPT MC
ASSOCIATES: Wong, Roy COL MC; Sjogren, Robert COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Jan 1990
FUNDING: Current FY: § 0 Previous FYs: § 1,510 Total: § 1,510

STUDY OBJECTIVE

To study the effect of lithium carbonate on gastric emptying and
gastrointestinal hormones in humans.

TECHNICAL APPROACH _

Twenty patients will be given either placebo or lithium carbonate (300 mg PO
Q3hrs X 10 doses). A gastric emptying study with a concurrent
electrogastrogram will be done after each medication. Gastric hormone and
lithium levels will be drawn during the study.

PRIOR AND CURRENT PROGRESS

Seven patients have been completed; none this past year. No serious or
unexpected adverse events have occurred, and none of the volunteers have had to
withdraw. There has been no benefit to the patients.

CONCLUSIONS
Lithium carbonate does not appear to effect gastric emptying or
gastrointesiinal hormone levels in humans.
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REPORT DATE: 02/28/93 WORK UNIT # 1412
DETAIL SUMMARY SHEET

TITLE: Clinical and Serologic Evaluation of Blood Donors at Walter Reed Army
Medical Center

KEYWORDS: hepatitis C antibody, blood donors

PRINCIPAL INVESTIGATOR: Sjogren, Maria COL MC

DEPAPTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Feb 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: §

STUDY OBJECTIVE

(1) To survey blood donors for ithe prevalence of hepatitis C antibody, and (2)
to determine the prevalence of chronic hepatitis in blood donors who are
rejected for donation due to the presence of increased ALT/presence of
hepatitis B core antibody.

TECHNICAL APPROACH

To determine the prevalence of hepatitis C antibody, blood donors (at the "time
of donation) will provide an additional sample of blood to be tested for the
presence of hepatitis C antibody. The antibody studies will be performed in
Dr. Sjogren’s lab at WRAIR. To determine the significance of abnormal ALT or
hepatitis B core antibody, blood donors with such an abnormality will be
invited via mall to participate in the study.

PRIOR AND CURRENT PROGRESS

Records of 7921 consecutive blood donors weie screened for hepatitis C; none
this past year. There were no serious or unexpected side effects from the
study. Eightee.. civilian and 25 military blood donors were found to have
detectahle anti-hepatitis C virus (anti-HCV). Of those donors, a greater
percentage of civilians (44%) vs military (12%) also tested positive for
hepatitis B core antibody (HBcAb).

CONCLUSIONS

Military donors with anti-HCV had lower prevalence of HBcAB compared to
civilian donors. Sporadic transmission of HCV in the military appears to be
proportionately higher than in the civilian population.

169




REPORT DATE: 02/15/93 WORK UNIT # 1413
DETAIL SUMMARY SHEET

TITLE: Large Bowel Adenomatous Polyp Dietary Intervention Study-Clinical
Centers

KEYWORDS: colon polyps, fat, fiber

PRINCIPAL INVESTIGATOR: Kikendall, J. Walter COL MC
ASSOCIATES: Mateski, Donna MS RD; Murphy, Joseph MAJ MC

DPEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Feb 1990
FUNDING: Current FY: $ 5,053 Previous FYs: § 34,319 Total: § 39,372

STUDY OBJECTIVE

1) To determine whether a high fiber, low fat diet can reduce the recurrence of
colonic adenomas; 2) To determine whether the die‘. modulates several putative
intermediate markers of carcinogenesis (ODC activity, PCN antigen, labeling
index); and 3) To determine the degree of correlation between recurrence of
adenomas and modulation of markers.

TECHNICAL APPROACH

WRAMC is one of eight centers. Each center enrolls healthy subjects who have
recently undergone colonscopic removal of all adenomas. Subjects are
randomizel to no intervention or to a low fat, high fiber, high fruit and
vegetable diet. Subjects randomized to diet are intensively counselled.
Colonoscopy is repeated at 1 and 4 years, and all polyps are removed and
examined histologicaliy  Unprepped sigmoidoscopy is performed at entry, 1, and
4 years to obtain mucoszl samples for analysis for intermediate endpoints.
Blood specimens ar~ dic: and health questionnaires are collected on an annual
basis.

PRIOR AND CURRENT PROGRESS

Since the last APR. 70 more subjects have been enr- "~:d. As of February 1993,
a total of 107 subjects have been enrolled. Of thes., 93 also consented to
participace in the intermediate endpoint sub-study. Another 39 people had one
or two visits but were ineligible and not enrolled. Recruitment expanded to
DeWitt ACH (Mar 92), Kimbrough ACH (May 92), and Malcolm Grow AFMC (Nov 92).
Nutrition counseling occurs at WRAMC, Ft. Meyer, Ft. Belvoir, Ft. Meade, Ft.
Detrick, Ft. Ritche, Vint Hill Farms, and Andrews AFB. All subjects receive
follow-up for adenomas. Intervention subjects receive the benefits of a diet
compatible with guidelines of major health groups. There have been no serious
or unexpected adverse reactions. One subject died of an unrelated cause.

CONCLUSIONS
It is too early to draw any conclusions, as our earliest randomized subjects

are only 1 year into their 4 year period of participation.
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REPORT DATE: 03,/02/93 WORK UNIT # 1414
DETAIL SUMMARY SHEET

TITLE: Case Control Study of Colonic Adenomas

KEYWORDS: colonic adenomas, risk factors, carotenoids

PRINCIPAL INVESTIGATOR: Kikendall, James LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: Mar 1990
FUNDING: Current FY: § 710 Previous FYs: § 28,537 Total: § 29,247

STUDY OBJECTIVE

To analyze previously collected data to define risk factors for colonic
neoplasia. An amendment provides for analysis of frozen serum samples for
gastrin, IGF-1, and 1,25-OH vitamin D.

TECHNICAL APPROACH

Three hundred and sixty-one subjects undergoing colonoscopy donated blood and
urine samples and completed a dietary and environmental questionnaire from
1983-1987.

PRIOR AND CURRENT PROGRESS

Due to funding shortages, computer input of collected data has been slow. All
data with the exception of the dietary data has now been entered into a
computer data base. Because of the enormous size of the data base, it was
necessary to employ a mainframe computer in Baltimore. Dr. Patricia
Langenberg, one of the study investigators, will analyze the data in
collaboration with the PI. This will tentatively be accomplished in the late
summer, 1993. Some preliminary analyses have been performed on a personal
computer and have resulted in several publications.

CONCLUSIONS

Cigarette smoking and alcohol consumption are independent risk factors for
colonic adenomas. Serum gastrin, IGF-1, and 25-OH vitamin D levels are similar
in subjects with adenomas and colonoscopy-negative controls.
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REPORT DATE: 04/15/93 WORK UNIT # 1415
DETAIL SUMMARY SHEET
TITLE: The Compassionate Use of Cisapride in the Treatment of Patients with
Refractory Nonulcer Dyspepsia, Diabetic Gastropareseis with Intolerance
to Metoclopramide and Chronic Intestinal Pseudo-obstruction

KEYWORDS: Cisapride, non-ulcer dyspepsia, diabetic gastroparesis

PRINCIPAL INVESTIGATOR: Sjogren, Robert COL MC
ASSOCIATES: Shay, Steven CUL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Apr 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To rreat patients with refractory non-ulcer dyspepsia, di-betic gastroparesis,
and intestinal pseudo-obstruction with Cisapride, « prokinetic agent not yet
approved by the FDA.

TECHNICAL APPROACH

Patients are treated with 20 mg PO and tid of Cisapride. Short-term treatment
for 6 weeks is initiated. If symptomatic improvement occurs, the medication is
continued long-term, as long as improvement continues. Appropriate blood tests
and urinalysis are periodically obtained.

PRIOR AND CURRENT PROGRESS

One patient has been enrolled and has been on Cisapride 20 mg tid for 20 months
without adverse effect. Symptoms of refractory non-ulcer dyspepsia are
markedly improved.

CONCLUSIONS :
Cisapride may be effective in selected cases of non-ulcer dyspepsia.
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REPORT DATE: 05/26/93 WORK UNIT # 1416
DETAIL SUMMARY SHEET

TITLE: Association of Acromegaly and Intermediate Markers of Neoplasia

KEYWORDS: acromegaly, colonic neoplasia

PRINCIPAL INVESTIGATOR: Murphy, Joseph MAJ MC
ASSOCIATES: Schaaf, Marcus MD; Maydonovitch, Corinne BS

DEPARTMENT: Departcent of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: May 1990
FUNDING: Current FY: § 635 Previous FYs: § 1,908 Total: §$ 2,543

STUDY OBJECTIVE

To find the prevalence of colonic neoplasia in acromegalics, to identify risk
factors, and to determine if there is a correlation between disease activity in
acromegaly and intermediate markers of mucosal proliferation (ODC activity and
tritiated thymidine uptake).

TECHNICAL APPRCACH

Patients will have serum drawn for somatomedin C levels, undergo flexible
sigmoidoscopy to obtain rectal tissue to measure ODC activity and tritiated
thymidine uptake, and receive a colonoscopy to survey for colonic neoplasia.

PRIOR AND CURRENT PROGRESS

A total of 34 patients with acromegaly and 14 control patients have been
enrolled and completed the study. No new patients were recruited this past
year. No serious or unexpected adverse reactions were noted. Benefits to
patients included diagnosis of adenomatous polyps in 15 patients and
adenocarcinoma of the colon in 3 patients. No new patients are expected to be
recruited into this study. A manuscript is in progress.

CONCLUSIONS

There is a higher prevalence of colonic neoplasia in patients over age 50 years
of age with acromegaly compared to heme (+) stool patients. There is a
significant correlation between tritiated thymidine uptake in colonic mucosa
and serum somatomedin C.
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REPORT DATE: 06/10/93 WORK UNIT # 1417
DETAIL SUMMARY SHEET

TITLE: Incidence of Gastric Mucosal Injury in Patients Ingesting Liquid Versus
Solid Ibuprofen

KEYWORDS: gastritis, mucosal injury, ibuprofen

PRINCIPAL INVESTIGATOR: Wong, Roy COL MC
ASSOCIATES: Maydonovitch, Corinne BS

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Jun 1990
FUNDING: Current FY: § 0 Previous FYs: § 20,014 Total: § 20,014

STUDY OBJECTIVE
To determine if there is a difference in the incidence of gastric mucosal

injury between liquid and solid forms of ibuprofen.

TECHNICA' APPROACH
To examine the gastric mucosa endoscopically before and after 3 days of a

randomized course of either liquid or solid ibuprofen.

PRIOR AND CURRENT PROGRESS
Eighteen new subjects were enrolled in this study since May 1991. A total of

34 subjects have been enrolled to date. There have been no serious or
unexpected reactions to the ibuprofen, and there have been no complications
with the endoscopy. All subjects have completed the study with no withdrawals.

CONCLUSIONS
The data (endoscope and histologic examination) shows no significant difference
between ingestion of liquid vs. solid ibuprofen in damage to the stomach.
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REPORT DATE: 06/14/93 WORK UNIT # 1418
DETAIL SUMMARY SHEET
TITLE: Prospective Evaluation of 99mTechnetium Sulfur Colloid Liver Spleen
Scan and 99mTechnetium Mebrofenin Hepatobiliary Radionuclide Scan for
Diagnosis of Diffuse Hepatocellular Disease

KEYWORDS: diffuse liver disease, scintigraphy

PRINCIPAL INVESTIGATOR: Moses, Frank LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Jun 1991
FUNDING: Current FY: $ 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To compare the utility of quantitative liver-spleen and hepatobiliary
scirtigraphy to liver biopsy for evaluating severity and etlology of
hepatocellular abnormalities.

TECHNICAL APPROACH

Patients between 18 and 70 years old suspected of having diffuse liver disease
and in whom a liver biopsy is indicated, will be enrolled in the study. To
evaluate severity of liver disease a liver-spleen scan, hepatobiliary
radionuclide scan, and liver biopsy will be performed, and the results will be
compared,

PRIOR AND CURRENT PROGRESS

A total of six patients have been enrolled in this study since its inception in
June 1991. Over the preceding 12 months no additional patients were entered.
Current Nuclear Medicine personnel shortages preclude further enrollment at
this time, but further work will be done as staffing improves. There have been
no serious or unexpected adverse reactions, and no patients have been withdrawn
from the study.

CONCLUSIONS
Ongoing study.
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REPORT DATE: 11/13/92 WOKX UNIT # 1420
DETAIL SUMMARY SHEET

TITLE: Household Transmission of Hepatitis C Virus in Military Populations

KEYWORDS: hepatitis C, transmission

PRINCIPAL INVESTIGATOR: Smith, Mark CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the prevalence of hepatitis C virus (HCV) in household members of
patients positive for the anti-hepatitis C antibody.

TECHNICAL APPROACH

All subjects with detectable antibody to hepatitis C, as well as control
individuals, will undergo an initial medical history, physical exam, and
biochemical testing to obtain evidence of chronic liver disease. All
individuals will be followed at 3 month intervals for 1 year. The quarterly
tests will consist of liver tests and serum virological markers. Subjects
found to have clinical and/or biochemical evidence of liver disease will be
followed by a gastroenterologist or a pediatrician.

PRIOR AND CURRENT PROGRESS

A total of 42 index patients were enrolled and completed this year. Thirty-six
patients were RIBA II. Six of 35 spouses tested were positive, and none of the
17 other household contacts were positive. Two of the six positive spouses had
independent risk factors for hepatitis C. There have been no serious or
unexpected adverse reactions to any of the subjects involved.

CONCLUSIONS
Results suggest that monogamous sexual contact, but not nonsexual household

contact, with anti-HCV positive patients results in a moderately increased risk
of hepatitis C.
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REPORT DATE: 11/13/92 WORK UNIT # 1421
DETAIL SUMMARY SHEET

TITLE: A Randomized, Controlled Trial of Interferon Alpha and Thymosin Alpha 1
in Patients with Hepatitis C Antibody Positive Chronic Active Hepatitis

KEYWORDS: hepatitis C, interferon alpha, thymosin alpha-1

PRINCIPAL INVESTIGATOR: Murphy, Joseph MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 570 Previous FYs: §$ 0 Total: $ 570

STUDY OBJECTIVE

Te demonstrate efficacy of recombinant interferon alpha-2b in the treatment of
eligible subjects with chronic hepatitis C, and to investigate the augmentation
of response -;ith interferon using thymosin airha-1 as an immunomodulator.

TECHNICAL APPROACH

Eligible subjects are randomized to one of three study arms: Treatment with
IFA, IFA+TMA-1, or control; up to 40 patients in each group. Patients will
begin treatment while hospitalized. Outpatient follow-up will be weekly x 2,
biweekly x 3, and monthly thereafter. Patients must undergo liver biopsies
within 3 months of study enrollment and within 1 month of completion of the
initial 6 months of treatment. Each visit will include a record of side
effects, general health assessment, specific problems, and lab work. All
patients will be offered definitive therapy.

PRIOR AND CURRENT PROGRESS
A total of six patients have been randomized, with no serious or unexpected
adverse reactions. One patient has completed 6 months of *+~eatment.

CONCLUSIONS
None yet to report.
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REPORT DATE: 11/13/92 WORK UNIT # 1422
DETAIL SUMMARY SHEET

TITLE: Significance and Natural History of Detectable Hepatitis C Antibody in
Military Populations

KEYWORDS: hepatitis C antibody, natural history

PRINCIPAL INVESTIGATOR: Wong, Roy COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVI{TY: Gastroenterology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: $. 0 Previous F¥Ys: § 0 Total: $

STUDY OBJECTIVE

To determine the prevalence of liver disease in a military population with
detectable antibody to hepatitis C in serum, and to determine the clinical,
biochemical, and histolngical extent of the liver disease. To better define
the risk factors oi hepatitis C virus (HCV) infection.

TECHNICAL APPROACH

The study consists of enrolling anti-HCV-positive individuals and control
subjects without detectable anti-HCV. All subjects will undergo two
serological screenings for liver disease the first 6 months of che study.
Subjects having clinical and/or biochemical evidence of chronic liver disease
will be referred for follow-up. During the 3 year follow-up period, all
subjects (control and study) will be seen at 6 months for a health exam, liver
tests, -and serum virological markers. Each subject with chronic liver disease
will undergo additional studies during the first year.

PRIOR AND CURRENT PROGRESS
Two patients have been enrolled to date. There have been no serious or
unexpected adverse reactions to any of the subjects.

CONCLUSIONS
None yet to report.




REPORT DATE: 03/05/93 WORK UNIT # 1423
DETAIL SUMMARY SHEET

TITLE: Intermediate Markers of Colonic Neoplasia

KEYWORDS: colonic adenocarcinoma, screening, intermediate markers

PRINCIPAL INVESTIGATOR: Kikendall, James COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Mar 1992
FUNDING: Current FY: § 2,045 Previous FYs: § 4,718 Total: § 6,763

STUDY OBJECTIVE
To determine whether colonocyte expression of any of several putative
intermediate markers of colonic neoplasia predicts the presence of neoplasia.

TECHNICAL APPROACH

Stool specimens will be collected from patients with colon cancer, patients
with colon adenomas, and normal controls. Colonocytes will be harvested from
the stool samples and will be tested for several antigens, growth factor
receptors, chromosomal and genetic alterations, blood group substances, and
lectin binding studies to detect any factors correlating with neoplasia.

PRIOR AND CURRENT PROGRESS

Since the study began, 24 subjects have been enrolled. Patients’ clinical
diagnoses have ranged from carcinoma to normal, and colonocyte assays are
pending. At this time, five new patients are adl:d every 2 weeks according to
a pre-arranged schedule with University of Maryland examiners. Regular inflow
of patients is virtually assured until completion of the study.

CONCLUSIONS
Forthcoming ..ca will permit conclusions at a later date.
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REPORT DATE: 11/09/92 WORK UNIT # 1424
DETAIL SUMMARY SHEET
TITLE: Reproduction of Intraperitoneal (IP) Hypertension During Peritoneal
Dialysis: Occurrence and Characterization of IP Hypertension, and
Association with Antral-Duodenal-Jejunal Motility Electrogastrogram,
and Esophageal pH
KEYWORDS: intraperitoneal, hypertension, dialysis

PRINCIPAL INVESTIGATOR: Shay, Steven COL MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: Apr 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: §$ 0

STUDY OBJECTIVE

To reproduce and characterize intraperitoneal hypertension (IPH) during
peritoneal dialysis; to study the effect of IPH on antroduodenal-jejunal
motility and gastroesophageal reflux.

TECHNICAL APPROACH

Antral-duodenal-jejunal motility, gastric myoelectric activity, intraperitonedl
pressure, intrarectal pressure, and intraesophageal pH will be monitored during
peritoneal dialysis in patients at baseline and after a standard meal.
Measurements will be obtained in a 2-day study, with and without infusion of
saline into the intraperitoneal cavity to establish intraperitoneal
hypertention.

PRIOR AND CURRENT PROGRESS

No subjects were enrolled into this study this past year. This study is being
closed due to retirement of principal investigator.

CONCLUSIONS
No conclusions can be drawn.
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REPORT DATE: 07,/13/93 WORK UNIT # 1450
DETAIL SUMMARY SHEET

TITLE: Adenomatous Colonic Polyps: A Vitamers and MFO Induction

KEYWORDS: colon polyps, vitamin A, beta-carotene

PRINCIPAL INVESTIGATOR: Kikendall, James LTC MC
ASSOCIATES: Burgess, Mary RD; Bowen, Phyllis RD PhD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: Jul 1982
FUNDING: Current FY: § 0 Previous FYs: § 16,101 Total: § 16,101

STUDY OBJECTIVE

a) Case control portion: To evaluate risk factors for colonic adenomas. b)
Intervention portion: To evaluate beta-carotene, l5mg po daily, as a colon
cancer chemoprevent.ive agent.

TECHNICAL APPROACH

a) Case control portion: Subjects who report for indicated colonoscopy who
meet entry criteria are assessed by dietary and historical interview and
sampling of blood and urine. Subjects with polyps (adenomas) and
colonoscopy-negative controls are compared. b) Intervention Study: Subjects
are randomized to receive placebo or beta-carotene after removal of colonic
adenomas. Repeat colonoscopy assesses recurrence over the subsequent 3 years.
Although beta-carotene is not known to have any harmful side effects, several
potential side effects are monitored.

PRIOR AND CURRENT PROGRESS

The intervention was completed in 1990. No serious side effects due to beta
carotene were observed. Beta carotene, 15 mg p.o., was determined to be of no
benefit in preventing recurrence of colonic adenomas. This was reported at the
October 1991 meeting of the American College of Gastroenterology. The only
factor found to predict adenoma recurrence was the number of prior adenomas.
This was reported at the American Gastroenterology Association Meeting in May
1992. During the past year, data entry for the case-control portion was
completed. Plans are to perform data analysis and to begin writing a
manuscript(s) in September 1993. Data entry for the intervention study is in
progress.

CONCLUSIONS

Beta-carotene, l5mg p.o. qd, does not reduce the recurrence of colonic
adenomas. The number but not the size of previous adenomas predicts
recurrence. Both alcohol and cigarette use are associated with .nitial
adenomas.
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REPORT DATE: 04/14/93 WORK UNIT # 1483
DETAIL SUMMARY SHEET

TITLE: Evaluation of Gastroesophageal Reflux as a Cause of Hoarseness

KEYWORDS: hoarseness, reflux, esophagitis

PRINCIPAL INVESTIGATOR: Wong, Roy COL MC
ASSOCIATES: Murphy, Joseph MAJ MC; Maydonovitch, Corinne BS

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: Apr 1986
FUNDING: Current FY: § 0 Previous FYs: §$ 2,340 Total: § 2,340

STUDY OBJECTIVE
To determine if gastroesophageal reflux (GER) is a cause of "idiopathic"

hoarseness.

TECHNICAL APPROACH

Patients with idiopathic hoarseness and characteristic ENT findings underge
standard GI evaluation for GER. If GER is identified, the patient undergoes
baseline voice harmonic analysis and is reevaluated after 8 weeks of medical

therapy.

PRIOR AND CURRENT PROGRESS

A total of 17 patients referred by the ENT Clinic have been evaluated for
gastroesophageal reflux (GER); none this past year. Eleven of these patients
agreed to participate in the study, and all have completed participation.
There have beeen no withdrawals or adverse reactions. A new protocol is being

prepared.

CONCLUSIONS
Of the 11 patients studied, 6 were found to have gastroesophageal reflux and
underwent medical therapy. Improvement in esophagitis but not voice harmonics

was noted after therapy.




REPORT DATE: 08,/03/93 WORK UNIT # 1487
DETAIL SUMMARY SHEET

TITLE: Prospective Evaluation of the Effect of Medical Therapy on Plasma and
Tissue Zinc Levels in Esophagitis

KEYWORDS: zinec, esophagitis, GERD

PRINCIPAL INVESTIGATOR: Wong, Roy COL MC
ASSOCIATES: Smith, Mark MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: Jul 1986
FUNDING: Current FY: § ~ 635 Previous FYs: § 1,158 Total: $§ 1,793

STUDY OBJECTIVE

To prospectively evaluate the effect of anti-gastroesophageal reflux therapy on
vlasma and esophageal tissue zinc concentrations; and *5 determine if a
correlation exists between degree of esophageal inflammation and plasma and
esophageal zinc concentration.

TECHNICAL APPROACH .

Patients with endoscopically proven peptic esophagitis undergo esophageal
biopsy and phlebotomy for tissue and serum zinc concentration. After standard
medical anti-reflux therapy, tissue and blood specimens are obtained for
comparison zinc concentrations.

PRIOR AND CURRENT PROGRESS

A total of 22 patients have been enrolled in this study, with 3 patients
enrolled this past year. All patients completed the study with no
complications. This study is being closed because it exceeds the 5 year limit
2~ an active protocol.

CONCLUSIONS

Tissue zinc levels significantly decreased following healing of esophagitis
with omeprazole. However, serum zinc levels remained low after healing,
suggesting a longer period to replace the plasma zinc pool.
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REPORT DATE: 10/09/92 WORK UNIT # 1496
DETAIL SUMMARY SHEET

TITLE: The Effects of Non-Steroidal Anti-Inflammatory Drugs on the Secretion
of Human Salivary Epidermal Growth Factor

KEYWORDS : epidermal growth factor, saliva, anti-inflammatory drugs

PRINCIPAL INVESTIGATOR: Wong, Roy COL MC
ASSOCIATES: Maydonovitch, Corinne BS; Dutta, Sudhi MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: Oct 1987
FUNDING: Current FY: § 0 Previous FYs: § 525 Total: §$ 525

STUDY OBJECTIVE
To determine if therapeutic doses of non-steroidal anti-inflammatory drugs
affect salivary epidermal growth factor (EGF) secretion in humans.

TECHNICAL AITX0ACH

In a double-blind, randomized manner, volunteer subjects receive, on separate
occasions two weeks apart, placebo TID for 3 days or indomethacin, 50 mg TID
for 3 days. On the following morning, after a final drug dose, saliva is
collected in a centrifuge tube, centrifuged, stored at -70C and analyzed by
radioimmunoassay for EGF. Serum samples are collected and analyzed for
indomethacin levels.

PRIOR AND CURRENT PROGRESS

A total of 21 subjects have been enrolled in this study. Nc new subjects were
enrolled during this past year. One subject erroneously received placebo twice
and was dropped from the study. There were no serious or unexpected adverse
reactions related to the study. There is no direct benefit to participation in
this study. ..s study is completed; no more sunjects will be enrolled.

CONCLUSIONS
Indomethacin significantly decreases salivary epidermal growth factor.

184




REPORT DATE: 10/28/92 WORK UNIT # 1497
DETAIL SUMMARY SHEET

TITLE: The Effect of Indomethacin on Rectosigmoid Mucosal Blood Flow and
Rectosigmoid Mucosal Prostaglandin Levels in Humans

KEYWORDS: indomethacin, blood flow, laser Doppler

PRINCIPAL INVESTIGATOR: Wong, Roy COL MC
ASSOCIATES: Pacicco, Thomas MAJ MC; Wong, Roy COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Oct 1987
FUNDING: Current FY: § 0 Previous FYs: § 1,250 Total: § 1,250

STUDY OBJECTIVE

To determine the effect of prostaglandin synthesis inhibition with indomethacin
treatment on rectosigmoid mucosal blood flow and rectosigmoid mucosal
prostaglandin E2 levels.

TECHNICAL APPROACH -

In a double-blind, randomized fashion, each subject will receive, on two
separate occasions separated by 2 weeks, either placebo TID for 3 days or
indomethacin 50mg TID for 3 days. The morning after the final dose of placebo
or indomethacin, rectosigmoid mucosal blood flow will be measured with a laser
Doppler probe inserted through the biopsy channel of an endoscope. Two rectal
mucosal biopsies will be obtained to measure tissue prostaglandin levels, and a
blood sample will be taken to measure indomethacin levels.

PRIOR AND CURRENT PROGRESS

A total of 10 control male subjects have been studied with no serious or
adverse effer*s; 5 subjects from a young age group and 5 from an older age
group. Subjects were studied on two separate days to test r_pioducibility of
blood flow measurements via laser Doppler technique. No new subjects have been
enrolled this year. Progress on this study has been slow due to technical
difficulties which have been resolved and changes in personnel conducting the
study. Subjects are being recruited to investigate blood flow with
indomethacin treatment.

CONCLUSIONS

Blood flow measurement with laser Doppler is reproducible from day-to-day
(r=0.9015). Blood flow measurements did not significantly differ between the
two age groups.
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» REPORT DATE: 12/09/92 WORK UNIT # 1498
DETAIL SUMMARY SHEET
TITLE: Pathophysiology and Treatment for Non-Ulcer Dyspepsia (Using Cisapride)
KEYWORDS: non-ulcer dyspepsia, irritable bowel syndrome, Cisapride

PRINCIPAL INVESTIGATOR: Cremins, James CPT MC
ASSOCIATES: Maydonovitch, Corinne BS

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Gastroenterology Service APPROVAL DATE: Dec 1987
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE

To compare gastric motility and electrophysiology in patients with non-ulcer
dyspepsia vs. normal volunteers. To determine the effect of a prokinetic
agent, Cisapride, on symptoms and objective tests in patients with non-ulcer
dyspepsia in a double-blind, crossover placebo controlled fashion.

TECHNICAL APPROACH

Patients with dyspeptic symptoms, in whom ulcer has been rigorously excluded,
will be studied. Three hour electrogastrograms and 24 hour antral motility
evaluations will be performed after treatment with placebo and Cisapride.
Changes in symptoms will be measured using a questionnaire. A double-blind
crossover design will be employed so that each subject receives both placebo

and Cisapride.

PRIOR AND CURRENT PROGRESS

A total of six patients have been enrolled and completed the prctorol. No
patients were enrolled last year, as the principal investigator was 1ina
transition to retirement. There has also been some difficulty enrolling
patients with the necessary condition. There have been no serious or
unexpected adverse reactions in any of the patients studied.

CONCLUSIONS
None at this time, as the study is a double-blind, placebo controlled study,
and more patients are to be enrolled,
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REPORT DATE: 09/25/93 WORK UNIT = 2031
DETAIL SUMMARY SHEET

TITLE: Gastrointestinal Blood Loss During Marathon Running and the Effect of
Cimetidine on its Prevention

KEYWORDS: GI blood loss, marathon running, cimetidine

PRINCIPAL INVESTIGATOR: Moses, Frank LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Gastroenterology Service APPROVAL DATE: Sep 1988
FUNDING: Current FY: $ 149 Previous FYs: § 3,895 Total: § 4,044

STUDY OBJECTIVE

To determine the frequency and severity of gastrointestinal blood loss during
marathon and endurance exercise, and the effects of cimetidine on its
prevention.

TECHNICAL APPROACH

Qualitative and quantitative stool hemoglobin analyses are performed tef..e and
after runners éomplete_endurance competitive events. A protocol modification
was approved in FY91l to allow endoscopy of some participants in order to
localize bleeding. An extension for 1 year was submitted. Hewever, it was
disapproved by the CIC 11/16/93. A new protocol is required.

PRIOR AND CURRENT PROGRESS

Two 100-mile ultramarathon events have been completed. GI bleeding occurred in
the majority of subjects, and symptoms were severe at times. Cimetidine
protected runners in the unblinded portion of the study. To date, 30 of the
planned 250 marathon runners have been studied (none during this past year),
and results show a trend to' " rd improvement when cimetidine is used. Seven
runners completed all or part of the modified protocol, including panendoscopy
following the maraathon. No complications or untoward effects have been noted.
There have been publications and presentations from this data (1990-1991).

CONCLUSIONS

Data suggests cimetidine may be of benefit in improving GI symptoms associated
with endurance running and reduction of GI bleeding. Further evaluation and
study of this condition is warranted and planned.
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REPORT DATE: 11/24/92 WORK UNIT # 1027
DETAIL SUMMARY SHEET

TITLE: Symptoms in the Community: Prevalence, Etiology and Psychiatric
Co-Morbidity

KEYWORDS: symptoms, psychiatric, epidemiology

PRINCIPAL INVESTIGATOR: Kroenke, Kurt LTC MC

DEPARTMENT: Department of Medicine STATUS: Complered
SERVICE: General Medicine Service APPROVAL DATE: Nov 1990
FUNDING: Current FY: § 0 Previous F¥Ys: § 0 Total: $ 0

STUDY OBJECTIVE

To analyze a large data base (Epidemiologic Catchment Area Survey) to determine
the community prevalence, patient-attributed etiology, and psychiatric
co-morbidity related to common medical symptoms.

TECHNICAL APPROACH
Data base will be used to provide information related to common medical
symptoms .

PRIOR AND CURRENT PROGRESS
Data was analyzed using logistic regression analysis. A manuscript has been
submitted to the Archives of Internal Medicine.

CONCLUSIONS
Community prevalence of symptoms is very high. Only 20% are considered by
patients to be "minor." About 35% of the symptoms are potentially psychiatric

in etiology. The presence of any one of the 15 most common symptoms is
associated with a two- to threefold increased risk of a concomitant psychiatric
{7 order. ‘
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REPORT DATE: 08/10/93 WORK UNIT # 1028
DETAIL SUMMARY SHEET

TITLE: Termination of the Physician-Patient Relationship in a Primary Care
Clinic

KEYWORDS: primary care, patient satisfaction, continuity of care

PRINCIPAL INVESTIGATOR: Roy, Michael CPT MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: General Medicine Service APPROVAL DATE: Aug 1991
FUNDING: Current FY: § 425 Previous FYs: § 0 Total: § 425

STUDY OBJECTIVE

To identify independent predictors of patient satisfaction with the process of
transferring their cdre from a graduating resident physician to a new resident.
An addendum is planned to determine whether interventions can improve patient
satisfaction.

TECHNICAL APPROACH

An attitudinal survey will be given to consecutive patients returning to the
clinic for their first visit with a new physician and will be mailed to
patients not returning within 4 months of the physician change. The questions
will elicit the patients' degree of satisfaction with the transfer process, as
well as potential predictors of satisfaction. Univariate and multivariate
analyses will be performed using SAS to identify the independent predictors of
patient satisfaction.

PRIOR AND CURRENT PROGRESS

In the past year, 437 patients were enrolled, yielding a total of 813
participants. There were no incidences of serious or unexpected adverse
..actions. Benefits to patients included an increase over the previous year in
the percentage of patients informed of the transfer of care (70% to 78%) and
the percentage of patients satisfied with the handling of the transfer of care
(47% to 66%).

CONCLUSIONS

Five predictors of patient satisfaction with the transfer of care were
identified, most of which are physician-dependent. Physician-oriented seminars
and letters to inform patients of the transfer of care independently increase
patient satisfaction.
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REPORT DATE: 02/11/93 WORK UNIT » 1029

DETAIL SUMMARY SHEET

TITLE: Common Symptoms in Ambulatory Medicine: The Effects of Attributions
and Expectations on Symptom Outcome and Patient Satisfaction

KEYWORDS: somatization, patient satisfaction, patient expectations

PRINCIPAL INVESTIGATOR: Kroenke, Kurt LTC MC
ASSOCIATES: Marple, Richard MAJ MC(P); Lucey, Catherine MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: General Medicine Service APPROVAL D+TE: Jan 1992
FUNDING: Current FY: $ (0] Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE
To determine the prevalence of various concerns and expectations in patients

presenting with common physical complaints; the recognition of these concerns
and expectations by the physicians evaluating them; and the predictors of
symptom outcome and patient satisfaction at 2-week follow-up

TECHNICAL APPROACH

Consecutive patients presenting to a general medicine walk-in clinic with a
chief complaint of a physical symptom are eligible and are invitied to fill out
a questionnaire regarding symptom characteristics and their own concerns and
expectations regarding evaluation and treatment. After the encounter,
physicians also filled out a questionnaire. Two weeks later, patients received
a follow-up questionnaire in the mail; those not responding were contacted by
telephone. Major outcomes anlayzed were prevalence of various patient concerns
and expectations, physician recognition of thes= factors, and symptom outcome
and patient satisfaction.

PRIOR AND CUARENT PROGRESS |

Pre-visit questionnaires were completed by 328 patierts, with corresponding
physician questionnaires available for 95%. Patient follow-up questionnaries
were completed for 92%. All data hias been entered into a data base, and
preliminary analysis has been completed. There have been no adverse
consequences from this study. Findings have been presented at one scientific
meeting and have been submitted to another. Manuscript preparation will begin
soon.

CONCLUSIONS

Patient expectations for medications, tests, and referrals were high: 72%,
68%, and 53%, respectively. Two-thirds of the patients feared a serious
illness, and 62% reported functional impairment. Concerns and expectations
were frequently unrecognized by physicians, and a serious illness worry and
desire for tests and referral were still present in > 20% of patients at 2-week
follow-up.
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REPORT DATE: 02/11/93 WORK UNIT # 1030
DETAIL SUMMARY SHEET

TITLE: Development of a Primary Care Evaluation of Mental Disorders System
(PRIME-MD)

KEYWORDS: psychiatry, depression, psychometrics

PRINCIPAL INVESTIGATOR: Kroenke, Kurt LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: General Medicine Service APPROVAL DATE: Jan 1992
FUNDING: Current FY: § 0 Previous FYs: $ 0 Toctal: § 0

STUDY OBJECTIVE

To develop a valid psychiatric screening instrument, PRIME-MD, that would allow
primary care physicians to efficiently diagnose depressive, anxiety,
somatoform, alcohol, and eating disorders in their patients.

TECHNICAL APPROACH

A random sample of patients preseanting to primary care clinics at four sites
(Walter Read, New England Medical Center in Boston, University of South
Alabama, and Albert Einstein in New York) were invited to fill out a one-page
patient questionnaire . For any of the five modules (depression, anxiety,
etc.) that were positive, physicians asked structured questions out of a
Clinician Evaluation GUide to make DSM-III-R phychiatric diagnoses. Patients
also completed validating instruments (Zung Depression and Anxiety Scales,
Barsky Somatization Scale, etc.), and a sample was re-interviewed by a mental
health professional.

PRIOR _AND CURRENT PROGRESS

To date, over 900 patients have been enrolled in the study groupwide, and it is
anticipated .uat by the end of February 1993, the target sample of 1000
patients will have been enrolled. Of these, nearly 400 wili have had telephone
re-interviews. There have been no adverse cornsequences. Since this is a
cross-sectional study design, patient dropout is not an issue. Patient accrual
from WRAMC is complete, with a total of 280 patients enrolled. Data collection
for the entire study will be complete by March 1, and a draft of the first
manuscript is anticipated by July 1993,

CONCLUSIONS

PRIME-MD is efficient, with the average clinician interview taking less than 10
minutes. Psychiatric disorders were present in > 25% of patients, and many had
been previously unrecognized. Physicians reported this often led to new
therapy and found the instrument quite useful. Preliminary analysis of the
validating forms and telephone interviews indicate that PRIME-MD is a valid
instrument as well.
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REPORT DATE: 02/11/93 WORK UNIT # 1031
DETAIL SUMMARY SHEET

TITLE: Advance Directives: Implementation into Clinical Practice

KEYWORDS: advance directives, ethics

PRINCIPAL INVESTIGATOR: Kroenke, Kurt LTC MC
ASSOCIATES: Landry, Francis CPT MC; Lucas, Christine MPH

DEPARTMENT: Department of Medicine STATUS: Ongoing
STRVICE: General Medicine Service APPROVAL DATE: Feb 1992
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE -

To determine if an interactive educational patient seminar increases the number
of advance directives formulated by patients, compared to providing written
educational materials alone.

TECHNICAL APPROACH

Consecutive patients presenting to the Internal Medicine Clinic on selected
half-days will be invited to fill out a questionnaire regarding advance
directives (AD), including whether or not they are interested in finding out
more about AD. Those potentially interested will be contacted by phone, and if
still interested, they will be randomized to recieve written information in the
mail or to attend a special seminar on AD. Patients will be contacted several
months after the intervention to determine if any actions were taken regarding
AD.

PRIOR AND CURRENT PROGRESS

There were 187 interested patients without AD who were randomized to either the
seminar (n = 95; study group) or mailed information (n = 92; conrol group).
Follow-up was successful for 91% of the patients. Study patients were more
likely than controls to have discussed end-of-life issues with family (p =
0.02), to have found the information provided useful (p = 0.02), and to have
completed advance directives ( p = 0.04). There were no adverse consequences
of this study.

CONCLUSIONS

An interactive seminar, which can be conducted with groups of patients, may be
an efficient way of implementing advance directives in clinical practice.
Hosptials or clinics could easily set up such classes.
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REPORT DATE: 11/15/92 WORK UNIT #» 1523-91
DETAIL SUMMARY SHEET

TITLE: CALGB 9111. A Trial of G-CSF vs Placebo During Remission Induction and
Consolidation Chemotherapy for Adult Acute Lymphatic Leukemia

KEYWORDS : adult acute leukemia G-CSF

PRINCIPAL INVESTIGATOR: Weiss, Raymond M.D

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Oct 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To compare time to bone marrow recovery, infection incidence, days of
hospitalization, and tolerance of non-hematopoietic organs after intensive
chemotherapy for acute lymphatic leukemia (ALL) in patients given either
granulocyte colony-stimulating factor (G-CSF) or placebo; to determine G-CSF's
effect on CR rate and duration and mortality (during neutropenia) during
intensive induction and intensification; and to compare doses that can be given
to G-SF vs placebo patients.

TECHNICAL APPROACH

Eligible patients will be randomly assigned to receive daily subcutaneous
injections of either G-CSF or placebo starting 3 days after initial
chemotherapy. Injections will continue until the WBC count is normal. The
pharmacist will be the only one who knows what the patients will be receiving.
The study will remain blinded .until after the first month. After being
unblinded, patients who received G-CSF will continue to receive {t during the
next course of therapy. Those who did not, will not receive any further
placebo or G-CSF. Patients will receive a series cf five different cancer
treatments in sequence; each uses combination chemotherapy, and one involves
radiation. Total treatment time is 24 months.

PRIOR AND CURRENT PROGRESS

A total of five patients from WRAMC have been entered in this study since it
opened. A total of 64 patients have been entered nationwide. All patients
from WRAMC are still receiving treatment. No serious and/or unexpected adverse
reactions have been noted. Toxicities have been those which were expected. No
deaths have occurred from neutropenic fevers. Those patients who were
randomized to receive G-CSF appeared to have shorter durations of neutropenia
on the institution’'s review of data. this may represent a benefit derived for
those patients.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 12,/02/92 WORK UNIT = 15264-91
DETAIL SUMMARY SHEET

TITLE: A NCI/WRAMC Collaborative Phase ! Trial of Suramin in Patients with
Advanced Solid Tumors

KEYWORDS ° carcinoma, metastatic, suramin

PRINCIPAL INVESTIGATOR: Dawson, Nancy LTC MC

DEPARTMENT: Department of Medicine STATUS© Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To assess the efficacy and toxicicty of the investigational agent suramin in
metastatic refractory cancer

TECHNICAL APPROACH

Suramin is administered intravenously by continuous infusion until the desired
blood level is achieved. Therapy is then continued for 8 weeks maintaining
this blood level, then discontinued for 8 weeks, and then reinitiated as in
cycle one. Therapy continues every 8 weeks until complete remission,
progressive disease, or unacceptable toxicity.

PRIOR AND CURRENT PROGRESS

This protocol is a collaborative effort with the National Cancer Institute.
Total patients accrued = 16; total accrued at WRAMC = 4. No patients at Walter
Reed have demonstrated tumor progression at the current dosing level. One
patient had atrial fibrillation and an upper intestinal hemorrhage attributed
to the hydrocortisone prescribed as part of this study. This patient died
secondary to subsequent multi-organ failure following surgery for his gastric
he...rrhage.

CONCLUSIONS
Study is ongoing. The accrual goal of 30 patients is expected to be reached
within 6 months.
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REPORT DATE: 08/19/92 WORK UNIT # 1529-92
vETAIL SUMMARY SHEET

TITLE: CALGB 9132: Combination Chemotherapy Plus G-CSF for Advance Non-Small
Cell Lung Cancer

KEYWORDS . chemotherapy. growth factor, lung cancer

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Hematology-Oncology Service APPROVAL DATE: Jan 1992
FUNDING: Current FY: § 0 Previe e $ 0 Total: § 0

STUDY OBJECTIVE

To screen two combination chemotherapy regimens,
Ifosfamide/mesna/cisplatin/G-CSF and etoposide/cisplatin/G-CSF for significant
activity in wmetastatic non-small cell lung cancer (NSCLC) or in locally
advanced NSCLC because of a malignant pleural cffus.on (activity determined by
response f. _guency)  to describe overall and failure-frze survival for each
regimen; to determine duration of response (complete or partial) or -egression;
and to evaluate toxicity of these regimens.

TECHNICAL APPROACH

Eligible patients are randomized to receive chemotherapy with efther: (1)
Ifosfamide, Mesna, and cisplatin; or (2) etoposide and cisplatin. Beth
treatments involve the administration of G-CSF subcutaneously for 8 days
following chemotherapy. All chemotherapy drugs are given intravenously for 3
consecutive days. The course is repeated every 21 days for a maximum of 6
months, unless disease progresses.

PRIOR AND CURRENT PROGRESS

Two patients frc . WRAMC have been entered in this .tudy; one was assigned to
treatment 1, and the other to treatment 2. Both patients experienced grade 3-4
hematologic toxicity despite the G-CSF. The patient randomized to treatment 1
experienced grade 4 gastrointestinal toxicity during the first course that
required direction from the study chair. No other significant toxicities were
observed. Both patients had initial decreases in the size of their tumors with
subsequent progression. Both patients have been removed from the study; one is
receiving off-protocol chemotherapy, and the other is being followed with
stable disease. No withdrawal of consent occurred. The study closed to
patient accrual March 1992,

CONCLUSIONS
Data is being analyzed. No conclusions have been reached.
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REPORT DATE: 03/12/93 WORK UNIT # 1530-92
DETAIL SUMMARY SHEET

TITLE: CALGB 9181. A Comparative Study of Two Doses of Megace in Advanced
Prostate Cancer

KEYWORDS: metastatic disease, dose comparison, quality of life

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Mar 1992
FUNDING: Current FY: § C Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To compare the response rate (complete, as well as partial) of megestrol
acetate at a 160 mg daily dose versus a moderately high dose of 640 mg daily in
patients with metastatic prostate cancer; to describe overall survival and
failure-free survival for each of these treatment groups; to determine the
relationship between decrease in prostate specific antigen and objective
response; and to assess quality of life issue and symptoms.

TECHNICAL APPROACH

All eligible patients will be randomized to receive cne of two treatments:
standard dose of megace daily or high dose (4 times higher than standard) on a
daily basis. All patients will complete a quality of life questionnaire before
treatment and every 8 weeks thereafter until the end of treatment. Treatment
is continued as long as cancer growth is controlled.

PRIOR AND CURRENT PROGRESS

A total of six patients from WRAMC have been enrolled in this study. Three of
those patients were removed from treatment due to deep vein thrombosis. It is
not known whe ..ler this was disease related or treatment related No other
similar reports have been received from other institutions. O0f the remaining
three patients, two have died of progressive disease and one patient committed
suicide. The suicide case was reviewed by the IRB in July 1992. A total of 18
patients have been entered nationwide. The projected accrual is for
approximately 144 patients.

CONCLUSIONS
Analysis is ongoing. No conclusions have been re.ched.
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REPORT DATE: 12/14/92 WORK UNIT # 1650-87
DETAIL SUMMARY SHEET
TITLE: Exploratory Dose Finding Study to Assess the Efficacy and Safety of
Intravenous AHR 11190B (Zacopride Hydrochloride) in the Prevention of
Cisplatin-Induced Emesis
KEYWORDS: Zacopride Hydrochloride, IND, drug

PRINCIPAL INVESTIGATOR: Lombardo, Fredric MAJ MS
ASSOCIATES: Adams, Jonathan DCR PHS; Knight, Robert LTC MC

DEPARTMENT: Department of Medicine STATUS: Terminated
SERVICE: Hematology-Oncology Service APPROVAL DATE: Nov 1987
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To assess the efficacy and safety of single doses of Zacopride Hydrochloride in
the prevention of cisplatin-induced emesis, and to investigate the
dose-response effect of Zacopride Hydrochloride for prevention of emesis caused

by cisplatin.

TECHNICAL APPROACH

Protocol outline methodology. A particular dose of Zacopride is given 30
minutes prior to cisplatin infusion. If patients have six or more emetic
episodes, Zacopride would be considered a filum, and other antiemetics will be
administered.

PRIOR AND CURRENT PROGRESS
This research protocol was administratively terminated.

CONCLUSIONS
This research protocol was administratively terminated.
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REPORT DATE: 07/21/93 WORK UNIT # 1658-88

DETAIL SUMMARY SHEET

TITLE: Verification of the Heterogeneity of Lupus Anticoagulant Using Purified
IgG and IgM from Patients with Lupus Anticoagulant

KEYWORDS: lupus anticoagulant, cardiolipin antibody

PRINCIPAL INVESTIGATOR: Alving, Barbara LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Hematology-Oncology Service APPROVAL DATE: Jul 1988
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To obtain blood from patients who have a lupus anticoagulant for the purpose of
purifying and characterizing the antiphospholipid activity as being in the 1IgGC
or IgM fraction.

TECHNICAL APPROACH
IgG and IgM will be purified by column chromatography using DEAE cellulose from
patient plasma.

PRIOR AND CURRENT PROGRESS

A total of 18 patients were enrolled. None were studied during the last year.
There have been no adverse reactions to the blood drawing. Immunoglobulins
will be purified from the plasmas that have been obtained, and further studies
will be done on the interaction of the immunoglobulins with beta2-glycoprotein.
It is currently believed that this latter protein is a co-factor for the
interaction between immunoglobulins and phospholipids.

CONCLUSIONS
Antibodies demonstrate marked heterogeneity toward ph- -~holipids. Multiple
plasmas need to be studied to define the range of the heterogeneity.
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REPORT DATE: 08/17/93 WORK UNIT # 1668-89
DETAIL SUMMARY SHEET

TITLE: WRAMC 8904: High Dose Chemotherapy and Autologous Bone Marrow
Transplantation for Poor Prognosis Lymphomas, Phase 11

KEYWORDS: autologous, bone marrow, chemotherapy

PRINCIPAL INVESTIGATOR: Burrell, Linda MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Aug 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

1) To test the feasibility of autologous bone marrow harvesting after initial
tumor debulking with induction chemotherapy. 2) To determine the toxicity,
time to marrow reconstitution, response rate, and time to treatment failure
after hig- dose 3-drug consolidation with ar:tologous bone marrow
transplantatien (ABMT) support.

TECHNICAL APPROACH

Eligible patients with relapsed lymphomas undergo conventional-dose salvage
induction therapy. Those who achieve a response can undergo autologous bone
marrovw harvesting; followed by consolidation high-dose 3-drug chemotherapy
using cyclophosphamide, etoposide, and BCNU; followed by infusion of the
autologous bone marrow, which had been cryopreserved after harvesting. The
patients are hospitalized until marrow engraftment.

PRIOR AND CURRENT PROGRESS

A total of 14 lymphoma patients have been treated with ABMT at WRAMC; & during
the past year. Four patients were treated with a 4-drug regimen, with two
toxic deaths reported. Other institutions found simile- *oxicities with this
regimen. One patient relapsed and died of 1y phoma, and one patient still
remains in remission. Ten patients have been treated with a modified regimen,
vhich eliminated the ARA-C and decreased the BCNU to 600 mg; this was tolerated
well, without major toxicities. Seven patients are in remission to date, and
one relapsed. There was one death related to infection, and one late death
post-transplant related to unknown etiology. Two patients have been harvested
and will be transplanted after September 1993.

CONCLUSIONS

In conclusion, using the 3-drug regimen with decreased BCNU caused no major
toxicities in 10 patients completed to date. Of the 10 patients completed, 6
who have been treated on the 3-drug regimen remain in remission with short-term
follow-up. One patient from the 4-drug regimen has a 3 year remission to date.
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REPORT DATE: 09/13/93 WORK UNIT # 1669-89
DETAIL SUMMARY SHEET

TITLE: WRAMC 8905: Chemotherapy with Autologous Bone Marrow Support for
Selected Advanced Solid Tumors, Phase II

KEYWORDS: bone marrow, chemotherapy, autologous

PRINCIPAL INVESTIGATOR: Burrell, Linda MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Sep 1989
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the toxicity, time to marrow reconstitution, response rate, and
time to treatment failure for high-dose carboplatin, etoposide, and
cyclophosphamide therapy with autologous bone marrow support for selected
advanced solid tumors.

TECHNICAL “.TPROACH

Patients selected per eligibility requirements and presentation to Bone Marrow
Transplant Conference. Patients undergo autologous bone marrow harvest with
marrow separation and cryopreservation. They then receive 6 days of high-dose
chemotherapy, followed by infusion of thawed autologous marrow. They are
supported until marrow recovery in-hospital. At 60 days after transplant, they
undergo reevaluation to assess response to the therapy and are then followed
for clinical progression and/or late complications. An amendment was approved
by the HUC/IRB in February 1992 to administer cyclophosphamide on the seventh
as well as the sixth day of therapy.

PRIOR AND CURRENT PROGRESS

Altogether, 27 patients (20 with breast cancer, 5 with testicular carcinoma, 1
with sarcoma, and 1 with lung cancer) have been treated with high dose
chemotherapy and autologous bone marrow support for solid tumors. During the
past year nine patients (eight with metastatic breast cancer, and one with
refractory testicular cancer) have been treated. Altogether, there have been
eight patients in complete remission, six in partial remission, six with stable
disease, three with progressive disease, and four deaths. All patients have
completed the 60+ day evaluation.

2

CONCLUSIONS
Chemotherapy with autologous bone marrow support has been well tolerated in
patients with selected advanced solid tumors.
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REPORT DATE: 05,/17/93 WORK UNIT # 1672
DETAIL SUMMARY SHEET

TITLE: 5-Fluorouracil and Low Dose Leucovorin After Ultrasound Guided Laser
Ablation of Colorectal Carcinoma Metastatic to the Liver

KEYWORDS: 5-fluorouracil, leucovorin, liver

PRINCIPAL INVESTIGATOR: Ward, Frank LTC MC
ASSOCIATES: Dawson, Nancy LTC MC; Dachman, Abraham MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Hematology-Oncology Service APPROVAL DATE: May 1990
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To assess the effectiveness of 5-fluorouracil and low-dose leucovorin as
therapy for metastatic colorectal carcinoma to the liver after laser ablation
of the hepatic metastases, when compared to historical controls. Primary
endpoint i. survival. Disease-free interval, progression-free interval, and

palliative effect of chemotherapy in conjunction with laser ablation are
secondary endpoints.

TECHNICAL APPROACH

Patients who have undergone laser ablation of metastatic colorectal carcinoma
to the liver will receive leucovorin (20 mg/m2/d) immediately followed by
5-fluorouracil (425 mg/m2/d) by rapid intravenous injection for 5 consecutive
days. Courses will be repeated at 4 weeks, 8 weeks, and every 5 weeks
thereafter in the absence of progressive disease or unacceptable toxicity.

Survival will be calculated from the date of study entry. Doses will be
modified for toxiecity.

PRIOR AND CURRENT PROGRESS

This study was opened 3 years ago with no patients accrued to date. This
primarily reflects the poor accrual to the hepatic laser ablation protocol.

CONCLUSIONS
Since the principal investigator of the hepatic laser ablation protocol will be
leaving this institution and the continuation of that study (the source of

patients for this 5-fluorouracil and low dose leucovorin study) is in doubt,
this study should be closed.
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REPORT DATE: 06/16/93 WORK UNIT # 1675

DETAIL SUMMARY SHEET

TITLE: WRAMC 9004 A Study of Interferon Alpha-2A in Combination with SFU Plus
Leucovorin in Metastatic or Recurrent Colorectal Cancer

KEYWORDS: colorectal cancer, interferon, 5FU/leucovorin

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Hematology-Oncology Service APPROVAL DATE: Jun 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE
To test the efficacy of the 3-drug regimen in 30 previously untreated

metastatic or recurrent colorectal cancer patients.

TECHNICAL APPROACH
Non-randomized study in which all patients receive subcutaneous injections of

interferon alpha, high dose IV leucovorin, and standard IV doses of 5FU every 3
weeks.

PRIOR AND CURRENT PROGRESS

A total of eight patients from WRAMC have been entered on this study. No
patients were entered during this reporting period. All eight patients have
been removed from study due to progressive disease; five patients have died of
their disease, the other three are receiving other therapies. No unexpected
toxicities were observed, and no patients withdrew consent during treatment.
The study closed for new accrual July 1992. The study can now be closed at
WRAMC since all patients have been removed from therapy.

<UNCLUSIONS
None. Analysis is ongoing.
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REPORT DATE: 09/14/93 WORK UNIT #°1676 \
DETAIL SUMMARY SHEET

TITLE: Detection of Lupus Anticoagulants in Patients with Anticardiolipin
Antibodies

KEYWORDS: lupus anticoagulant, cardiolipin antibody

PRINCIPAL INVESTIGATOR: Alving, Barbara COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Sep 1990
FUNDING: Current FY: | 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine if patients with low, medium, or high anticardiolipin antibody
titers also have a lupus anticoagulant as determined by two different

phospholipid dilution assays.

TECHNICAL APPROACH
Plasma will be obtained from patients known tc have anticardiolipin antibodies

as determined in the Rheumatology Clinic at WRAMC under the direction of Dr.
Joe Tesar. The APTT will be measured in the Coagulation Lab at WRAIR, and
tests for lupus anticoagulants will be done utilizing the dilute phospholipid
APTT or the RVVT.

PRIOR AND CURRENT PROGRESS

There has been no progress on this project during the past 2 years; however,
attempts will be made for one more year to enroll patients. Three patients
have been enrolled since the study’s inception. The topic is of importance
since clinical interest in patients with the antiphospholipid syndrome
continues to ecrow, and appropriate lab testing has not yet been well defined.
There have been no adverse reactions from the blood drawing, nor is there any
direct benefit to the patients other than they will also have a profile of
their coagulation status in addition to the rheumatologic studies.

CONCLUSIONS

Important findings anticipated include ascertaining the best methods for
recognition of patients with the antiphospholipid syndrome and determining how
well the coagulation assays and solid phase assays for the detection of
antiphospholipid antibodies correlate.
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REPORT DATE: 04/15/93 WORK UNIT # 1677
DETAIL SUMMARY SHEET

TITLE: Fludarabine Phosphate (FAMP: NSC-312887) in Compassionate Circumstances

KEYWORDS: Fludarabine Phosphate, lymphocytic leukemia, progressive adenopathy

PRINCIPAL INVESTIGATOR: Burrell, Linda MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Apr 1591
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE
To assess the effectiveness and side effects of Fludarabine Phosphate (FAMP) in
a patient with progressive adenopathy from chronic lymphocytic leukemia.

TECHNICAL APPROACH

This is a National Cancer Institute Group C protocol to provide FAMP to
physicians in the management of patients with advanced, refractory chronic
lymphocytic leukemia who are not candidates for entry onto ongoing clinical
trials; and to determine the response rate, response duration, and toxicity of
this regimen.

PRIOR AND CURRENT PROGRESS

The one patient enrolled had a good partial response to the therapy. The
patient had the last dose in March 1992 and has been followed closely with CT
scans and CBC. There has been evidence of progression, with a CT scan of the
abdomen showing increase in the mesenteric adenopathy from the best response.
The patient will resume the therapeutic drug if the disease continues to
progress or causes Symptoms.

CONCLUSIONS>

This agent was effective in decreasing tumor burden and will probably provide
additional benefit when needed. Since the patient was enrolled in the group C
protocol, the Fludarabine will be provided at no cost.

204




REPORT DATE: 08/24/92 WORK UNIT # 1679
DETAIL SUMMARY SHEET

TITLE: Fludarabine Phosphate (FAMP; NSC-312887) in Compassionate Circumstances

KEYWORDS: Fludarabine

PRINCIPAL INVESTIGATOR: Ward, Frank LTC MC
ASSOCIATES: Lombardo, Frederic MAJ MS

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Hematology-Oncology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE
To assess the effectiveness and side effects of Fludarabine Phosphate (FAMP)
when used by a single patient on a compassionate exemption.

TECHNICAL APPROACH

Fludarabine 25 mg/m2/d is given intravenously f.. 5 days as an IV piggy-back.
Repeat therapy is given every 3 weeks.

PRIOR AND CURRENT PROGRESS

One patient was enrolled in this study. Patient had at least a partial
response documented after three cycles, with reduction in size of an enlarged
left tonsil and marked decrease in the extent of bone marrow involvement by
malignant cells. The patient was admitted after his third cycle with mental
status changes attributable to Fludarabine, at least in part, and with
Pneumocystis carinii pneumonia, reflective of immune compromise related to his
treatment. He died of sepsis. His demise is attributable to his underlying
disease and the complications attendant to its treatment. This was not a toxic
death from Fludarabine. Febrile neutropenia complicated the first cycle of
therapy. Since the patient expired, this is tF- final report on this study.
The drug is not investigational.

CONCLUSIONS

FAMP showed some activity in this patient. At autopsy, no evidence of chronic
lymphocytic leukemia could be found, but a complete response could not be
confirmed since a bone marrow aspirate was not available for study. The drug
has the attendant side effects of immune depression and neurotoxicity. These
side effects have been described by other physicians who have used this agent.
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REPORT DATE: 11/16/92 WORK UNIT » 1680

DETAIL SUMMARY SHEET
TITLE: Anagrelide (IND CA #700-999-422) in Compassionate Circumstances

KEYWORDS: thrombocythenmia

PRINCIPAL INVESTIGATOR: Ward, Frank LTC MC
ASSOCIATES: Burrell, Linda MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $

STUDY OBJECTIVE
To assess the effectiveness and side effects of Anagrelide in patients

suffering from thrombocythemia of various etiologies.

TECHNICAL APPROACH

Anagrelide ac¢ .5 mg by mouth four times a day will be used for the first week.
The dose will then be adjusted to control the platelet count. For rapid
platelet count reduction, 1 mg by mouth four times a day can be used initially.
Platelet counts will be closely monitored to assure thrombocytopenia does not
occur. Anagrelide will be given as long as necessary to control platelet
counts.

PRIOR AND CURRENT PROGRESS

Two patients are currently enrolled in study. Their platelet counts have been
controlled without drug-related toxicity. No patients have withdrawn from the
study. These two patients have benefited by the drug’s ability to control
their platelet counts. There has been no incidence of serious or unexpected
adverse reactions.

CONCLUSIONS
Anagrelide has controlled the platelet counts in these two patients with

thrombocythemia without toxicity to date.
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REPORT DATE: 04/27/93 WORK UNIT » 1681
DETAIL SUMMARY SHEET

TITLE: Characterization of Human Autoantibodies to Neutrophils and to Bone
Marrow Myeloid Precursor Cells

KEYWORDS: neutropenia, autoimmunity

PRINCIPAL INVESTIGCATOR: Hartman, Kip LTC MC
ASSOCIATES: Ward, Frank LTC MC; Klipple, Gary COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Apr 1992
FUNDING: Current FY: § 916 Previous FYs: § 2,705 Total: § 3,621

STUDY OBJECTIVE
To characterize the antigenic targets that appear to be involved in the

pathogenesis of autoimmune neutropenia.

TECHNICAL APPROACH

This study involves the collection of blood specimens from patients and control
subjects. Laboratory evaluation includes flow cytometric measurement of
anti-neutrophil antibodies, evaluation of antigenic target proteins using
immunoblot and immunoprecipitation techniques, and suppression studies of the
growth of myeloid progenitor cells in vitro.

PRIOR AND CURRENT PROGRESS
There have been no adverse reactions to phlebotomy, and there has been no

clinical benefit to patients. During the first year of the study, three
control subjects and one patient have been registered.

CONCLUSIONS

Autoantibodies to antigens present on myeloid precursor ce)ls may be present in
the sera of patients with apparent autoimmune neutropenia. Characterization of
the molecular target antigens of these antibodies and their role in the
pathogenesis of disease is the subject of ongoing studies.
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REPORT DATE: 10,/30/92 WORK UNIT » 9022-83
DETAIL SUMMARY SHEET
TITLE. Studies of the Proliferation and Differentiation of Pluripotent Stem
Cells and Committed Hematopoietic Precursors from Normal Bone Marrow
Maintained in Continuous Long-term Cultures

KEYWORDS: stem cells, differentiation

PRINCIPAL INVESTIGATOR: Reid, Thomas MAJ MC
ASSOCIATES: La Russa, Vincent PhD; Salvado, August COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Hematology-Oncology Service APPROVAL DATE: Oct 1982
FUNDING: Current FY: § 0 Previous FYs: $ " 0 Total: § 0

STUDY OBJECTIVE
To define mechanisms by which progenitor cells in the bone marrow replicate
themselves and go on to form mature blood cells.

TECHNICAL APPROACH

The methods involved are: 1) the use of culture tubes and a defined media to
study the behavior of stem cells for a period up to 8 weeks in culture; and 2)
the use of clonal assays to quantitate the number of stem cells grown in
culture.

PRIOR AND CURRENT PROGRESS

To date, 724 bone marrow specimens have been collected for this study; 52
during the past year. The pathophysiology of dengue virus infection on bone
marrow cells and the use of the long-term marrow culture system as a predictor
of virus attenuation for man for screening candidate live virus vaccines
continue to be studied. Additionally, this work has shown that primitive
hematopoieti. cells responsible for long-term engraftment can be enriched by
treating purified CD34+ cells with a novel immunotoxin, anti-CD33 blocked-ricin
immunotoxin, which has also been shown to kill AML cells. This drug is now
currently used in clinical trials. Lastly, serum deprived cultures have been
used to study the physiology of immature hematopoietic cells from the bone
marrow. There has been no incidence of serious or unexpected adverse
reactions.

CONCLUSIONS
The results from these studies will elucidate on mechanisms involved in the
regulation of hematopoiesis in the normal and disease-state.
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REPORT DATE: 07/16/93 WORK UNIT # 1956
DETAIL SUMMARY SHEET

TITLE: Neutrophil Function in Patients with Diabetes Mellitus

KEYWORDS: diabetes mellitus, neutrophil, myeloperoxidase

PRINCIPAL INVESTIGATOR: Cross, Alan COL MC
ASSOCIATES: Glass, Allan COL MC; Duncan, William LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Infectious Disease Service APPROVAL DATE: Jun 1987
FUNDING: Current FY: § 0 Previous FYs: § 7,236 Total: $ 7,236

STUDY OBJECTIVE

To assess 1) neutrophil function of patients with diabetes mellitus and

determine if impaired functional responses of diabetic neutrophils are related
to a defect in the incorporation of exogenous inositol into hormonally

" sensitive phosphatidyl inositol pools, 2) lymphocyte function in diabetics by

measuring :xpression of 1L2 receptors, HLA-DR antigens, and IL2 production, and

3) neutrophil function by measuring calcium levels, and membrane

depolarization.

TECHNICAL APPROACH

Since submitting an amendment to this protocol in 1988, the most significant
finding has been that the initial rates of superoxide formation in diabetics is
twice that of controls; however, 10 minutes after stimulation, the ne :trophils
of diabetic patients generate levels of superoxide that are 25% that of
controls. Resting, but net stimulated, intracellular calcium levels also
differed between the two groups. The expression of IL2 receptors in response
to some stimuli differed between the two groups. We are now correlating these
differences with clinical parameters.

PRIOR AND CURRENT PROGRESS

Since July 1991, no further subjects have been entered into the study. A total
of 40 patients and 26 controls were enrolled since this study’s approval.

There have been no serious or unexpected adverse reactions, and no patient has
withdrawn from the study. Analysis of the patients to date reveals no gross
differences in MPO activity between patients with types I and II diabetes.
There has been no clear benefit to patients entered in this study. Work will
continue at WRAIR with neutrophils from healthy donors in which controlled

amounts of glucose and myoinositol will be added to assess these effects on MPO
activity.

CONCLUSIONS

Despite clear evidence of a susceptibility to infection among patients with

diabetes, no clear defect in neutrophil function has been documented in this
study or by others.
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REPORT DATE: 02/18/93 WORK UNIT # 1965

DETAIL SUMMARY SHEET
TITLE: Treatment of Cutaneous Leishmaniasis with Pentostam
KEYWORDS: leishmaniasis, Pentostam, IND

PRINCIPAL INVESTIGATOR: Johnson, Steven MAJ MC
ASSOCIATES: Magill, Alan MAJ MC; Gasser, Robert Jr. LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Infectious Disease Service APPROVAL DATE: Feb 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
1) Provide continuous therapy for cutaneous leishmaniasis; 2) Determine peak

and trough serum concentrations, and serum half-life, of Pentostam administered
at a dose of 20 mg antimony (Sb)/kg body weight daily for 20 days; 3) Collect
additional safety data on this dosing regimen; and 4) Compare 10 days therapy
with 20 mg Sb/kg/day to 20 days therapy with 20 -5 Sb/kg/day.

TECHNICAL APPROACH

Administration of Pentostam to patients diagnosed as having cutaneous
leishmaniasis. Approximately five patients meeting the criteria for receiving
Pentostam will be asked to donate blood in order to study the pharmacokinetics
of this drug. This protocol will also provide for the randomization of
patients to two groups: Group A will receive 20 ag Sb/kg/day for 20 days, and
Group B will receive 20 mg Sb/kg/day for 10 days, followed by 50 ml DSW IV qd
for 10 additional days. A total of 40 patients will be randomized. Five from
each group will be asked to participate in the pharmacokinetic study.

PRIOR_AND CURRENT PROGRESS

During 1992, nine patients with cutaneous or mucncutaneous leishmaniasis
participated; for a total of 150. Treatment was followed by improvement or
resolution of skin lesions in seven, and persistence of lesions in two.
Pancreatistis was newly identified as a frequent complication of therapy with
Pentostam. Due to pancreatitis, therapy was interrupted in two patients who
later completed the planned regimen and was stopped in two others. Pentostam
was briefly interrupted in one other patients due to transaminase elevations.
One patient whose skin lesions failed to respond to initial treatment with
Pentostam was retreated, but retreatment was stopped due to severe
musculoskeletal pains.

CONCLUSIONS
In most cases at Walter Reed, Pentostam therapy has been associated with
clearing of cutaneous lesions from leishmaniasis, but the drug induces adverse

effects with high frequency.
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REPORT DATE: 07/15/93 WORK UNIT # 1967
DETAIL SUMMARY SHEET

TITLE: Pharmacokinetics of Polyvalent Hyperimmune Globuin Directed Against
Pseudomonas and Klebsiella

KEYWORDS: immunoglobulin, Pseudomonas, Klebsiella

PRINCIPAL INVESTIGATOR: Cross, Alan COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: 1Infectious Disease Service APPROVAL DATE: Jun 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the pharmacokinetics of IVIG directed against gram negative germs
in patients who are ill and in normal volunteers.

TECHNICAL APPROACH
Volunteers will be given immunoglobulin and have their blood drawn at specified

periods of time. The ELISA results will be subjected to pharmacokinetic
analysis. In an addendum approved during FY93, a follow-up study will utilize
ELISpot assay of lymphocytes and the measurement of serum IgG, IgA, and IgM
against specific bacterial antigens to assess if passively administered 1VIG
induces new specific antibody formatfon.

PRIOR AND CURRENT PROGRESS

Inicial studies performed as part of this protocol suggested that new antibody
was being formed in response to the passive infusion of immunoglobulin
hyperimmune to Klebsiella and Pseudomonas antigens. To test this hypothesis
directly, approval was received in March 1993 to infuse both standard and
hyperimmune immunoglobulin to normal volunteers and measure their antibody
response to specific bacterial antigens. The infusions were performed without
incident on two volunteers last week. New antibody formation is being
monitored. There has been no incidence of serious or unexpected adverse
reactions.

CONCLUSIONS .
Passive administration of specific antigens may also actively immunize against

those specific antigens, perhaps through the idiotypic network. If true,
passive administration of hyperimmune immunoglobulins may provide long-lived
protection to patients at risk.
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REPORT DATE: 11/17/92 . WORK UNIT # 1974
DETAIL SUMMARY SHEET

TITLE: Phase I Trial of a Polyvalent Escherichia Coli-Toxin A Conjuga:e
Vaccine

KEYWORDS: E. coli, vaccine, polysaccharide

PRINCIPAL INVESTIGATOR: Artenstein, Andrew MAJ MC
ASSOCIATES: Cross, Alan COL MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: 1Infectious Disease Service APPROVAL DATE: Nov 1990
FUNDING: Current FY: $_ 0 Previous FYs: § 0 Total: §$ 0

STUDY OBJECTIVE
To determine whether a polyvalent E. coli O-polysaccharide-toxin A conjugate
vaccine is safe and immunogenic when administered to humans.

TECHNICAL APPROACH

This is a Phase I study of a polyvalent polysaccharide vaccine against common
bacteremic strains of E. coli. A group of healthy volunteers will be injected
with this product, and serial serum chemistries, side effect diaries, and
various antibody measurements will be assessed on each subject.

PRIOR AND CURRENT PROGRESS

The study has been completed and is closed, except for ongoing antibody
measurements and functional assays of vaccinated individuals’ serum. Fourteen
healthy volunteers were immunized with the polyvalent vaccine in this protocol
(all during the first year of the study). No serious or unexpected adverse
reactions were noted, and no one was taken off study. Most volunteers reported
local pain or tenderness at the site for up to 48 hours. There were no
significant changes over baseline in serum chemistrics in the vaccinated
individuals. Immunologic responses to O-polysaccharides are in the process of
analysis, but they appear to depend on pre-immunization antibody levels, with
the greatest changes in those with the lowest baselines.

CONCLUSIONS

The polyvalent E. coli O-polysaccharide vaccine is safe when administered to
healthy volunteers, and it may be possible to induce functionally active
antibody in these individuals.
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REPORT DATE: 11/29/92 WORK UNIT # 1157
DETAIL SUMMARY SHEET

TITLE: Effects of Thyroid Hormone and Thyrotropin (TSH) on Cultured Kidney
Cells: Modulation of ANP Receptors and Epithelial Function

KEYWORDS: ANP, thyroid hormone, kidney

PRINCIPAL INVESTIGATOR: Moore, Jack LTC MC
ASSOCIATES: Tseng, Yueh-Chu PhD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Nov 1988
FUNDING: Current FY: § 0 Previous FYs: § 7,796 Total: § 7,796

STUDY OBJECTIVE

To determine whether the number or binding affinity of ANP receptors on renal
cells is affected by incubation of such cells with ranging concentrations of
thyroid hormone and thyroid horuone-depleted media; to correlate any changes
with post-receptor and functional events.

TECHNICAL APPROACH

Rat papillary collecting duct cells (PCDC) were obtained as a gift from Dr.
John Schwartz, Boston University. The ANP receptor in these cells will be
indentified and characterized under control conditions, and in cells grown in
T3-free media and media enriched with T3. The ANP receptor will be

characterized using hot and cold ANP. Guanylate cyclose (cyclic GMP) will be
measured using kit.

PRIOR AND CURRENT PROGRESS ‘

PCDC exhibited very low specific binding at 37 C and 25 C. At 4 C, a receptor
Kd of 11nM and 1,500,000 binding sites/cell were identified. When cells were
grown in T3-free media, or media enriched with T3, no change in specific

binding was noted. ANP did produce significant changes in cyclic GMP, but T-3
did not affect cyclic GMP levels.

CONCLUSIONS

Any thyroidal influence on the renal cellular response to ANP is not mediated
by changes in the number of receptors or binding affinity of such receptors in
the PCDC model. A manuscript is in preparation.
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REPORT DATE: 11/18/92 WORK UNIT » 1161

DETAIL SUMMARY SHEET

TITLE: Mechanisms of Action of Thiorphan and Atrial Natriuretic Peptide on
Renal Function During Hemorrhagic Shock

KEYWORDS: kidney, shock, ANP

PRINCIPAL INVESTIGATOR: Yuan, Christine CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Nov 1990
FUNDING: Current FY: § 709 Previous FYs: § 3,530 Total: $ 4,239

STUDY OBJECTIVE
To study the effects of atrial natriuretic peptide (ANP) and Thiorphan in renal

function during hemorrhagic shock in the rat model. The researchers have
previously found that renal function and urine output are acutely improved by
this drug. and now wish to study whether renal blood flow is changed by the
regimen and whether renal function also is affected 48 hours after hemorrhage.

TECHNICAL APPROACH
Renal artery blood flow will be measured during hemorrhage in animals receiving

Thiorphan, ANP, both, or vehicle. 1In addition, chronic survival studies of
GFR, U0, solute excretion, and renal histology are underway. This involves
exposing the animal to sublethal hemorrhage while administering ANP/Thiorphan
or vehicle, and then measuring UO, Na excretion, and inulin clearance 24 hours

later.

PRIOR AND CURRENT PROGRESS

Chronic survival experiments are nearly completed. Twenty animals have been
used this year (for a total of 27), and 10 more will be required. Animals
survive surgery and hemorrhage about 75% of the time, and apr-ar to have a
polyuric rform of renal injury. Renal blood flow studies are complete.

CONCLUSIONS
No further conclusions can be drawn until the chronic studies are complete.
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REPORT DATE: 01,/07/93 WORK UNIT # 1162
DETAIL SUMMARY SHEET

TITLE: The Regulation of Insulin-like Growth Factor I and Insulin-like Growth
Factor Binding Protein Gene Expression in the Mouse Glomerulus

KEYWORDS: TIMP-1, gelatinase, glomerulosclerosis

PRINCIPAL INVESTIGATOR: Carome, Michael CPT MC
ASSOCIATES: Moore, Jack COL MC; Striker, Liliane MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Jan 1991
FUNDING: Current FY: $§ 5,043 Previous FYs: $ 8,598 Total: § 13,641

STUDY OBJECTIVE

To elucidate the molecular and cellular biologic events which lead to the
development of glomerulosclerosis. In particular, we are studying the effects
of the growth hormone (GH)-IGF-1 axis on the gene expression of extracellular
matrix (ECM) components, matrix metalloproteinases (MMP), and tissue inhibitor
of metalloproteinase (TIMP).

TECHNICAL APPROACH

Matrix synthesis and degradation display will be displayed in vitro in
mesangial cells derived from normal and bGH transgenic mice, and in vivo in
glomeruli isolated by microdissection from these same animals. The bGH mice
will provide a murine model for non-proliferative glomerulosclerosis. Gene
expression of ECM, MMP's, and TIMP will be assessed at the mRNA level by in
situ reverse transcription, followed by competitive PCR quantitation of the
cDNA’s of Iinterest. Gelatinase secretion, TIMP-1 synthesis, and collagen
secretion will be measured by standard techniques. Renal histology will be
assessed by light and immunofluorescence microscopy.

PRIOR AND CURRENT PROGRESS

The study demonstrated that cultured mesangial cells derived from both normal
mice and from mice transgenic for bGH, synthesize and secrete TIMP-1 and 72 kDa
gelatinase. Only the normal mesangial cells secrete significant amounts of 72
kDa gelatinase. The study also demonstrated that normal murine glomeruli
express in vivo 72 kDa gelatinase mRNA and protein, and the expression level is
significantly increased in glomeruli of the bGH mice. This increase was not
due to an increased glomerular cell number, based upon morphometric analysis.
In contrast to the in vitro findings in cultured mesangial cells, TIMP-1 gene
expression was not detectable in glomeruli from normal or bGH mice. During the
past year, 17 mice were used (8bGH/9 normal). To date, a total of 26 animals
have been studied. No unexpected adverse reactions or findings have occurred.

CONCLUSIONS

There were sigrificant differences in the expression of gelatinase and TIMP-1
between intact glomeruli and mesangial cells in vitro, and an up regulation in
the expression of 72 kDa gelatinase in bGH glomeruli as compared to normal
controls. Elucidation of the mechanisms underlying these differences may
enhance the understanding of glomerulosclerosis, and the role of the GH-IGF-I

axis in this disease process.
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REPORT DATE: 03/12/93 WORK UNIT # 1163
DETAIL SUMMARY SHEET

TITLE: Effects of Cyclosporin A on the Production of Vasoactive Hormones by
Endothelial Cells in Culture

KEYWORDS: cyclosporin A, endothelin, prostacyclin

PRINCIPAL INVESTIGATOR: Yuan, Christine CPT MC
ASSOCIATES: Kiandoli, Luana BSc(MT); Moore, Jack COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Mar 1991
FUNDING: Current FY: § 0 Previous F¥Ys: § 3,485 Total: $ 3,485

STUDY OBJECTIVE

To determine whether cyclosporin A can directly stimulate endothelin release
from cultured endothelial cells; and if so, is the release of other
endothelial-derived vasocactive substances [ .rturbed.

TECHNICAL APPROACH

Both human and bovine endothelial cells in culture will be exposed to varying
concentrations of cyclosporine. Endothelin and prostacyclin production will be
measured at 24 hours, and cell viability will be assessed at 24 hours.
Phosphoramidon, an inhibitor of endothelin release, was added also, and the
effect on endothelin and prostacyclin production was measured.

PRIOR AND CURRENT PROGRESS

Cyclosporine stimulated endothelin production in a dose-dependent manner and
also stimulated prostacyclin production. Cell viability declines in a
dose-deperdent manner. Phosphoramidon inhitited both endothelin and
prostacyclin production, but not the decline in cell viability. The response
of both intraceliular and released big endothelin particles to both

cyclosporine and to cyclosporine and Phosphoramidon is being measured. A paper
is being prepared.

CONCLUSIONS

Cyclosporine stimulates endothelin and prostacyclin production in a dose
dependent manner. Phosphoramidon inhibits. production of both hormones but has
no effect on the decline in cell viability produced by increasing
concentrations of cyclosporine.
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REPORT DATE: 04/15/93 WORK UNIT # 1164
DETAIL SUMMARY SHEET
TITLE: Synthesis and Degradation of Collagen and Modulation of its Biology in
Sclerosing Forms of Human Glomerulonephritis: Analysis of Gene
Expression

KEYWORDS : glomerﬁlonephritis, collagen, TIMP

PRINCIPAL INVESTIGATOR: Moore, Jack LTC MC
ASSOCIATES: Carome, Michael MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Apr 1991
FUNDING: Current FY: $18,6944 Previous FYs: § 16,810 Total: § 35,754

STUDY OBJECTIVE

To obtain isolated golmeruli from patients with glomerulonephritis (GN) or
patients who are undergoing nephrectomy for renal cancer. To use these
glomeruli to -:plore the balance between collagen synthesis and degradation by
(a) analyzing the synthesis of Type I and IV collagen, and (b) analyzing the
biodegradation of collagen by :easuring the synthesis of tissue inhibitor of
metalloproteinase (TIMP) 1 and 2.

TECHNICAL APPROACH

Tissue from patients with GN or normal tissue removed from cancer nephrectomies
are microdissected to obtain isolated glomeruli. The glomeruli are solubilized
with triton, and messenger RNA (mRNA) is inhibited. Messenger RNA is reverse
transcribed intn stable c¢DNA. Then ‘this c¢DNA is used, with appropriate
primers, in a competitive PCR experiment which allows detection of mRNA for
both TIMP's. Mutant TIMP's are constructed and run in the competitive PCR, and
the mutant product is compared to wild type. This allows quanzitation of the
different forms of TIMP. Light microscopic analysis of tissue is performed.

PRIOR AND CURRENT PROGRESS

Five new subjects were studied in the last year, for a total of 15. There have
been no serious and/or unexpecteu adverse reactions. Using tissue taken from
nephrectomy patients, this study demonstrated that normal human glomeruli
expressed in vivo the genes for the a2, a3, and a5 Type IV collagen chains,
TIMP-1, TIMP-2, and 72 kDa gelatinase; and that the level of expression for
Type 1V collagen and the TIMP's was significantly increased in
glomerulosclerosis associated with renal cell carcinoma. TIMP-2 protein was
found within the mesangium by immunofluorescence microscropy. The study also
demonstrated that the technique of RT-PCR can detect and quantizate mRNA levels
in glomeruli of patients undergoing clinical percutaneous renal biopsies.

CONCLUSIONS
Normal glomeruli expressed Type IV collagen, TIMP-1, TIMP-2, and gelatinase
mRNA in vivo. Increased expression of Type IV collagen and TIMP's may
contribute to the development of some forms of glomerulosclerosis. Application
of study techniques to clinical biopsy specimens way enhance understanding of
molecular events involved in development of glomerulosclerosis.
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REPORT DATE: 09/07/93 WORK UNIT # 1165

DETAIL SUMMARY SHEET

TITLE: The Effects of Cisplatin on the Production of Endothelin and Other
Vasoactive Hormones by Endothelial Cells in Culture

KEYWORDS: cisplatin, endothelin, prostacyclin

PRINCIPAL INVESTIGATOR: Bohen, Erin CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Aug 1991
FUNDING: Current FY: $§ 4,868 Previous FYs: § 2,587 Total: § 7,455

STUDY OBJECTIVE
To determine whether cisplatin can directly stimulate endothelin release from

cultured endothelial cells; and if so, is the release of other endothelial
derived vasoactive substances perturbed.

TECHNICAL APPROACH

Endothelial cells in culture will be exposed to varying concertrations of
cisplatin. Cell viability will be assessed at 24 hours. Endothelin and
prostacyclin production will be measured at 24 huvurs. The endothelial cells
used in this study will be purchased off-shelf.

PRIOR AND CURRENT PROGRESS

Human umbilical vein endothelial cells (HUVEC) between passage 14 and 16 were
grown in F12 media 100,000 cells/well for 24 hours and then exposed to
cisplatin (10-1000 ng/ml) for 4, 8, or 24 hours. Control cells were treated
with similar dilutions of vehicle. The supernatant was removed for measurement
of endothelin and 6-keto-prostaglandin-Fl-alpha. Endothelin secretion was not
significantly increased by cisplatin as compared to controls at any time.
"“rostacyclin production was not stimulated in cisplatin treated cells as
compared to controls at 24 hours.

CONCLUSIONS

These data suggest that the toxicity of cisplatin is not mediated through
endothelin and/or prostanoid production by the vasculature. A combination of
insults (i.e., hypoxia and nephrotoxin) may be necessary and would be worth
studying in the future. )
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REPORT DATE: 11,/19/92 WORK UNIT # 1166
DETAIL SUMMARY SHEET

TITLE: The Effects of Gentamicin on the Production of Vasoactive Hormones by
Endothelial Cells in Culture

KEYWORDS: =ndothelin, gentamicin, prostacyclin

PRINCIPAL INVESTIGATOR: Yuan, Christine CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 7,527 Previous F¥s: § 4,582 Total: § 12,109

STUDY OBJECTIVE

To determine if gentamicin (1) can directly stimulate cultured endothelial
cells to secrete endothelin, and (2) affects the production of other
endothelial-derived vasocative substances.

TECHNICAL APPROACH

Endothelial cells in culture will be exposed to gentamicin in a dose response
experiment. Viability and supernatant levels of endothelin and prostacyclin
levels will be measured at 0, 4, 8, and 24 hours.

PRIOR AND CURRENT PROGRESS

Gentamicin does not appear to stimulate endothelin or prostacyclin production
in human umbilical vein endothelium, either in a time or dose-dependent
fashion. Findings from this study will be submitted for presentation to the
AFCR/ASCI Meeting in May 1993,

CONCLUSIONS
As above.
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REPORT DATE: 11/12/92 WORK UNIT # 1167
DETAIL SUMMARY SHEET

TITLE: The Effect of Enalapril on Hypertension, Proteinuria, and Renal
Function in a New Model of Diabetes Mellitus in Wistar Rats

KEYWORDS: diabetes, hypertension, enalapril

PRINCIPAL INVESTIGATOR: Bohen, Erin CPT MC
ASSOCIATES: Yuan, Christine CPT MC; Moore, Jack COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 5,434 Previous FYs: $ 4,324 Total: $ 9,758

STUDY OBJECTIVE

To determine whether angiotensin converting enzyme inhibitor (CEI) and Dup753
(angiotensin 11 receptor blocker), when used in this model of diabetes and
hypertension, can eliminate or diminish procteinuria, prevent or attenuate the

development of renal failure, control the systemic hypertension, and prevent or
attenuate renal structural changes.

TECHNICAL APPROACH

The rat model will be used in this study. All animals will undergo 25%
reduction in renal mass/streptozotocin injection to create hypertensive,
diabetic rats. Animals will then be randomized to receive: (1) enalapril, (2)
DuP753, or (3) tap water for 4, 10, or 16 weeks. Blood pressure (BP), renal

clearances, proteinuria, and renal pathology will be determined at the three
time points.

PRIOR AND CURRENT PROGRESS

Untreated animals showed increased direct arterial blood pressures at time of
euthanasiz Animals treated with enalapril or DuP753 haa not developed BP
elevations and had significantly lower mean arterial pressures than control
animals at the time of euthanasia. At 10 weeks after induction of diabetes,
inulin clearance (a measure of glomerular filtration rate) was greater in
animals treated with enalapril vs. controls. Preliminary renal histology in 16
week rats shows that they develop changes seen in diabetic
nephropathy--mesangial expansion, glomerular sclerosis, and thickening of the
glomerular capillary loops. Clearance data, urinary protein excretion, and
final renal histology are still cutstanding. Ninety rats have been used in the

past year. There have not been any serious or unexpected adverse reactions or
findings.

CONCLUSIONS

Enalapril and DuP753 have antihypertensive effects in this model. Glomerular
filtration rate was higher in enalapril-treated rats as compared to controls at
10 weeks. Complete data analysis is not done at this time.
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REPORT DATE: 01/14/93 WORK UNIT # 1168
DETAIL SUMMARY SHEET

TITLE: The Acute Effect of Enalapril on Hypertension in a New Model of
Hypertension Associated with Diabetes Mellitus in Wistar Rats

KEYWORDS: Hypertension, diabetes, angiotensin II

PRINCIPAL INVESTIGATOR: Bohen, Erin CPT MC
ASSOCIALVES: Yuan, Christine MAJ MC; Pamnani, Moti MD PhD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Jan 1992
FUNDING: Current FY: § 5,017 Previous FYs: § 5,593 Total: § 10,610

STUDY OBJECTIVE
To determine the acute effects of angiotensin converting enzyme therapy on the

hypertension seen in a new model of experimental diabetic nephropathy which
results in proteinuria, renal failur:, and hypertension.

TECHNICAL APPROACH

Male Wistar rats will undergo 25% reduction in renal mass, and diabetes will be
induced with IV streptozotocin. After 4 weeks of diabetes, animals will be
anesthetized with Inactin and direct blood pressure measured. Animals will
then receive either a) DuP753 (an angiotensin II receptor blocker) followed by
enalapril (a converting enzyme inhibitor), b) DuP753 vehicle followed by
enalapril, or c) both vehicles. Mean arterial pressure, pulse, and urine
output will be measured during these manipulatioms.

PRIOR AND CURRENT PROGRESS

Thirty-five rats have been entered into the protocol. Enalapril and DuP753
when given acutely produce equivalent decrements in mean arterial pressure.
Uriuary prostanoid excretion is not influenced by either drug. Urinary kinin
excretion data is pending.

CONCLUSIONS

The acute antihypertensive effect of enalapril in this model appears to be due
only to inhibition of angiotensin II formation.

a
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REPORT DATE: 02/05/93 WORK UNIT # 1169

DETAIL SUMMARY SHEET
TITLE: Safety and Immunogenicity of Staphylococcus Aureus Capsular

Polysaccharide - Pseudomonas Aeruginosa, r-exoprotein A type 5
Conjugate Vaccine Given to Patients with End-Stage Renal Disease (ESRD)

KEYWORDS: Staphylococcus aureus, vaccine, dialysis

PRINCIPAL INVESTIGATOR: Welch, Paul MAJ MC
ASSOCIATES: Moore, Jack COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Feb 1992
FUNDING: Current FY: § 150 Previous FYs: § 0 Total: § 150

STUDY OBJECTIVE
To determine (1) the safety and immunogenicity of Staphylococcus aureus

capsular polysaccharide - type 5 conjugate vaccine given to patients on
dialysis; (2) if there is a booster response to the second injection of
vaccine, given 6 weeks after the first injection; and (3) the nasal carriage
rate of Staphylococcus aureus in the patients.

TECHNICAL APPROACH
Patients who meet the inclusion and exclusion criteria will be given the study

vaccine, followed 6 weeks later by a booster injection. Safety will be
evaluated by monitoring patients’ symptoms, temperature, local skin reaction,
SGOT, and SGPT. Immunogenicity will be evaluated by measuring the antibody
response to the vaccine. Nasal carriage rate will be determined by measuring
nasal cultures.

PRIOR AND CURRENT PROGRESS

Seventeen patients have been enrolled in the study and given the vaccine.
There have been no severe reactions. Only mild reactions have been described,
such as temporary local skin changes which resolved in a few days.
Temperature, SGOT, and SGPT's did not change. Preliminary assessment of
antibody response in the dialysis patients is similar to antibody response in
normal subjects given the vaccine in a prior study. There was no booster
response. Five of 17 patients were nasal carriers for S. aureus. Final data
collection is scheduled for March 1993. There have been no patient drop-outs,
and no obvious benefits to them. There has been no incidence of serious or
unexpected adverse reactions.

CONCLUSIONS
None at this time.
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REPORT DATE: 09/15/93 WORK UNIT # 1170
DETAIL SUMMARY SHEET

TITLE: Stress Proteins and Cytoprotection in MDCK Cells in Culture

KEYW2R2DS: heat shock, cytoprotection, renal tubular cells

PRINCIPAL INVESTIGATOR: Yuan, Christina MAJ MC
ASSOCIATLS: Carome, Michael MAJ MC; Bohen, Erin MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Nephrology Service APPROVAL DATE: Sep 1992
FUNDING: Current FY: $21,208 Previous FYs: § 0 Total: § 21,208

STUDY OBJECTIVE

To study the effects of several renal toxins on heat shock protein production
by the MDCK cells, a renal tubular cell line, and to test whether previous heat
shock is protective to the MDCK cell when treated with known cellular toxins
(such .s cyclosporine, indomethacin, or entamicin).

TECHNICAL APPROACH

MDCK cells will be heat-shocked, exposed to several toxins in increasing doses,
and measured for HSP70 protein levels via ELISA. Cell viability will be
assessed with increasing doses of toxin in cells heat-shocked 24 hours prior to
toxin exposure and in control cells. An addendum was approved in June 1993 to
study the effect of blocking HSP70 production on viability of heat-shocked
cyclosporine treated MDCK cells.

PRIOR AND CURRENT PROGRESS

When MDCK cells were heat-shocked, HSP70 (a heat-shock protein) was shown to
increase. Cells heat-shocked 24 hours prior to exposure to cyclosporine have
greater viability than control cells that were not heat-shocked prior to
cyclosporine exposure. Treatment with sublethal dos of cyclosporine at the
time of heat-shocking does not appear to affect HSP70 production. However,
treatment with cyclosporine at sublethal doses for 24 hours prior to heat shock
does appear to suppress HSP70 production.

CONCLUSIONS

Heat shock is protective to MDCK cells treated with the toxin, cyclosporine.
Pre-treatment of MDCK cells with sublethal doses of cyclosporine may prevent
production of HSP70.
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REPORT DATE: 02/08/93 WORK UNIT # 3011
DETAIL SUMMARY SHEET

TITLEZ: Comparison of Work of Breathing During Mechanical Ventilation Using
Assist Control and Intermittent Mandatory Ventilation

KEYWORDS: work of breathing, mechanical ventilation, oxygen consumption (V02)

PRINCIPAL INVESTIGATOR: Poropatich, Ronald MAJ MC
ASSOCIATES: Stoltzfus, Daniel MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary & Critical Care Medicine ServiABPROVAL DATE: Feb 1991

FUNDING: Current FY: § 697 Previous FYs: § 0 Total: § 697

STUDY OBJECTIVE

To determine whether the work of breathing is significantly different for
patients receiving full ventilatory support with assist control versus
intermittent mandatory ventilation. )

TECHNICAL APPROACH

The study is a prospective, randomized, double blinded, two-period crossover
design. Patients receiving mechanical ventilation will be randomly placed on
one of the two modes of ventilation. Their V02 will be measured by the
metabolic cart. They will then be placed on the other mode and again have
their V02 measured. These VO2 values will be compared for the two modes. To
ensure that there is no change in V02 nonrespiratory during the study period,
it will be measured at the beginning and end by adjusting the ventilator so
that the patient makes no respiratory efforts, thus eliminating any respiratory
component of VO2. Assuming these values are consistent, differences will be
due to the work of breathing.

PRIOR AND CURRFNT PROGRESS

To date, one patient has been enrolled in the study. There have been no
adverse effects. No patients enrolled since last year due to technical
problems with the metabolic cart.

CONCLUSIONS

It is too premature to comment on any study conclusions. Additional time will
be necessary to complete the study.
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REPORT DATE: 03,/03/93 WORK UNIT # 1707
DETAIL SUMMARY SHEET

TITLE: Relationship Between Respiratory Control Mechanisms and Nocturnal
Desaturation in Diffuse Pulmonary Fibrosis

KEYWORDS: fibrosis, sleep, respiratory control

PRINCIPAL INVESTIGATOR: Rajagopal, Krishnan LTC MC
ASSOCIATES: Derderian, Sarkis LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Feb 1981
FUNDING: Current FY: § 0 Previous FY¥s: § 11,787 Total: $§ 11,787

STUDY OBJECTIVE .
To examine the relationship between respiratory control mechanisms and sleep
desaturation in patients with pulmonary fibrosis.

TECHNICAL APPROACH

Patients with well defined diffused pulmonary fibrosis will be included in the
study, and their results will be compared to results from similar tests
performed in a group of volunteer controls. Nocturnal polysomnography and
hypercapnic ventilatory and occlusion pressure (P1l00) responses will be
performed to quantitate respiratory control mechanisms and nocturnal
desaturation. The SPSS statistical package will be used for evaluation of
correlates and co-correlates.

PRIOR AND CURRENT PROGRESS

This is an important study. Eleven patients have been enrolled and completed,
to date; none over the last 18 months. A new lab director has been hired, but
most efforts have gone into training the technician. Since this is an old
protocol and information in this area is very limited, the plaz~ is to rewrite
and resubmit this study to DCI over the next 6 months. In the interim, this
protocol remains open for patient accrual.

CONCLUSIONS
Nocturnal hypoxemia can be predicted from age and daytime saturation.
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REPORT DATE: 09/30/93 WORK UNIT # 1714
DETAIL SUMMARY SHEET

TITLE: Mechanisms Limiting Exercise Ventilation in Chronic Obstructive Lung
Disease

KEYWCRDS: exercise, ventilation, COPD

PRINCIPAL INVESTIGATOR: Dillard, Thomas LTC MC
ASSOCIATES: Derderian, Sarkis LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Sep 1983
FUNDING: Current FY: §$ 0 Previous F¥s: § 220 Total: § 220

STUDY OBJECTIVE
To determine factors that limit ventilation at maximum exercise in patients

with chronic obstructive lung disease (COPD).

TECHNICAL APPROACH
Continuous physiologic measurements will be made on a bicycle ergometer during

graded resistance exercise, with esophageal balloon in place for the
measurement of pleural pressure to determine the work of breathing.

PRIOR AND CURRENT PROGRESS
Thirteen subjects have been enrolled and have completed the protocol. No data

collection has been undertaken during the past year. From the standpoint of
human use, data collection on this protocol has been completed. The basic
problem with this project remains the difficulty in conversion of analog
tracings to usable digital data.

CONCLUSIONS
Def....tive data analysis remains to be completed. A need for support of data

analysis and publication in the future may be expected. A new protocol can be
submitted if required to permit continued approaches to data reduction.
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REPORT DATE: 05/21/93 WORK UNIT # 1717 -
DETAIL SUMMARY SHEET

TLTLE: Prediction of Maximum Exercise Response from Resting Pulmonary Function
in Patients with Chronic Obstructive Pulmonary Disease

KEYWORDS: exercise, ventilation, COPD

PRINCIPAL INVESTIGATOR: Dillard, Thomas LTC MC
ASSOCIATES: Hnatiuk, Oleh MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: May 1985
FUNDING: Current FY: $ 1,727 Previous FYs: § 1,090 Total: $§ 2,817

STUDY OBJECTIVE

To test the hypothesis that assessment of inspiratory function in addition to
expiratory function can improve the prediction of the exercise response of
patients with chroni¢ obstructive pulmonary (.sease (COPD).

TECHNICAL APPROACH

To evaluate parameters of both inspiratory and expiratory function in COPD
patients, and to perform exercise tests in this group. Using these variables,
prediction formulae with the highest r2 values will be identified for maximum
exercise ventilation and oxygen consumption. Data will be collected through
record review.

PRIOR AND CURRENT PROGRESS

Total enrollment to date consists of 105 patients for pulmonary function tests
and 30 patients for exercise tests (no subjects were enrolled during the past
year). One abstract was presented at the Annual Meeting of the American
Thoracic Society in May 1993. This will be submitted for publication as an
article. One man...ript was published in the Ameri.an Review of Respiratory
Diseases in April 1993. Activity on this protocol consists of data analysis
and reporting of results.

CONCLUSIONS

Data thus far indicate that maximum inspiratory flow rate from resting forced
spirometry is a useful second order predictor of maximum ventilation. Maximum
inspiratory pressure generated at the mouth is a predictor of maximum oxygen
consumption in COPD patients. The need for additional support under this
manuscript is anticipated.
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REPORT DATE: 01/07/93 WORK UNIT # 1724
DETAIL SUMMARY SHEET

TITLE: Mechanisms of Hypoxia During Simulated Air Travel in Patients with
Chronic Obstructive Pulmonary Disease

KEYWORDS: hypoxia, COPD, emphysema

PRINCIPAL INVESTIGATOR: Dillard, Thomas LTC MC
ASSOCIATES: Berg, Benjamin MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Jan 1988
FUNDING: Current FY: § 220 Previous FYs: §$ 5,058 Total: $ 5,278

STUDY OBJECTIVE

To describe the hypoxic response to altitude simulation in COPD patients, to
identify determinants, and to compare treatment modalities.

TECHNICAL APPROACH
The methods use hypobaric hypoxia to produce hypoxemia. Determinant variables
are measured using pulmonary function tests at ground level and hypobaric

hypoxia. Treatment with oxygen by two modes of delivery is evaluated at
altitude conditions.

PRIOR AND CURRENT PROGRESS

No complications have been reported to date. Data collection has been
completed for 27 subjects. Publication of major findings was accomplished in
FY 92. Additional manuscripts have been accepted for publication in FY 93.
Data analysis continues and additional manuscripts are planned.

CONCLUSIONS

Protocol shoulu remain open since data analysis and maruscript preparation are
ongoing.
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REPORT DATE: 03/03/93 WORK UNIT # 1725

DETAIL SUMMARY SHEET

TITLE: Evaluation of Inspiratory Parameters in the Response to Inhaled
Bronchodilators

KEYWORDS: inspiration, mechanics, bronchodilators

PRINCIPAL INVESTIGATOR: Rajagopal, Krishnan LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Feb 1988

FUNDING: Current FY: § 0 Previous FYs: §$ 0 Total: $§ 0

STUDY OBJECTIVE

To examine the effects of improvement in inspiratory measures on the relief in
symptoms following the use of bronchodilator medication in patients with
airflow obstruction.

TECHNICAL APPROACH

Pulmonary function tests will be performed before and after the inhalation of
bronchodilator medications in patients with airflow obstruction. Inspiratory
parameters will be examined, and changes in these parameters will be correlated
with changes in subjective symptoms.

PRIOR AND CURRENT PROGRESS

Because the person collecting the data has to physically sit in the PFT lab
waiting for patients that meet the eligibility criteria, and generally one or
two patients are enrolled every 2 days, patient accrual has been siow.
Altogether, 30 patients have been enrolled; 10 during the past year. This
study should be closed with the next Annual Progress Report.

~"NCLUSIONS
No conclusions to date.
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REPORT DATE: 04/05/93 WORK UNIT # 1726

DETAIL SUMMARY SHEET

TITLE: Physiologic Assessment of Exercise Limitation in Upper Airway
Obstruction

KEYWORDS: exercise, upper airway, lung mechanics

PRINCIPAL INVESTIGATOR: Rajagopal, Krishnan LTC MC
ASSOCIATES: Becker, Gregory CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Feb 1988
FUNDING: Currentc FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE _ ‘
To examine the role of inspiratory muscle function in the limitation of

exercise function.

TECHNICAL APPROACH

Patients wita well defined upper airflow obstruction will have pulmonary
function testing to determine resting inspiratory muscle function. Exercise
testing will then be performed with monitoring of both inspiratory and
expiratory airflow mechanics. The degree of inspiratory airflow reduction will
be correlated with the degree of exercise limitation. Resting values will be
used to derive predictors of exercise limitation.

PRIOR AND CURRENT PROGRESS
Four patients with upper airwav obstruction have completed the protocol; none

since FY-90., Additional patients are being recruited. It is anticipated that
when technical assistance is available about four to six additional patients
will be studied. The unique nature of the testing procedures makes technical
help difficult to obtain.

CONCLUSIONS
Researchers plan to complete the protocol in the upcoming year.
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REPORT DATE: 10/04/93 WORK UNIT # 1732
DETAIL SUMMARY SHEET

TITLE: Pleural Pressure Measurements in Normal Healthy Volunteers During the
Administration of Nasal Continuous Positive Airway Pressure (NCPAP)

KEYWORDS: nasal CPAP, pleural pressure, esophogeal pressure

PRINCIPAL INVESTIGATOR: Derderian, Sarkis LTC MC

DEPARTMENT. Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Sep 1988
FUNDING: Current FY: § 0 Previous FYs: § 5,515 Total: § 5,515

STUDY OBJECTIVE

The objective of this pilot study is to quantify the increase in pleural
pressure due to nasal continuous positive airway pressure (NCPAP). This will
be accomplished by measuring pleural pressure at several levels of NCPAP in
normal heal.ay volunteers.

TECHNICAL APPROACH

To measure pleural pressure at different levels of NCPAP using the esophageal
balloon technique and, in addition, to continuously record chest/wall and
abdoainal motion.

PRIOR_AND CURRENT PROGRESS

Two subjects have been enrolled altogether; none this past year. No subjects
have been enrolled since the first year of the study due to lack of technical
support and changing priorities of the PI. The supplies and equipment bought
with protocol funding sere used to support several other approved research
projects. A new protocol will be submitted if technical support becomes
available and if the increase in pleural pressure due to NCPAP has not yet been
quantified.

CONCLUSIONS
None.
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REPORT DATE: 01,/12/93 WORK UNIT # 1736
DETAIL SUMMARY SHEET

TITLE: Treatment of Pulmonary Sarcoidosis with High Dose Inhaled Triamcinolone
Acetonide

KEYWORDS: sarcoidosis, triamcinolone acetonide, therapy

PRINCIPAL INVESTIGATOR: Poropatich, Ronald MAJ MC
ASSOCIATES: Phillips, Yancy LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Jan 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the efficacy of high dose inhaled triamcinolone acetonide compared
with oral prednisone in the treatment of biopsy proven, symptomatic, pulmonary
sarcoidosis with or without associated pulmon.ry symptoms.

TECHNICAL APPROACH

A prospective randomized double-blind, placebo-controlled study. Forty-four
patients will be enrolled in the study and undergo laboratory evaluation
comprised of biochemical testing and pulmonary function analysis, at
initiation, and completion of the study period (duration 6 months). Monthly
physician visits will be conducted to assess objective and subjective clinical
response, monitor untoward side effects, and assess compliance with therapy.
Three chest x-rays will be taken during the study period.

PRIOR AND CURRENT PROGRESS

Since April 1992, three patients have been enrolled into the study. Six
patients have completed the study. There have been no untoward side effects
noted and no pati..t withdrawals. Although data has not been statistically
reviewed, objective and subjective improvements have been observed in both

patients, with reports of decreased pulmonary symptoms and increased pulmonary
tunction tests.

CONCLUSIONS
Preliminary results are encouraging in that all patients have improved under
therapy. Since all results are still blinded, no conclusion can be made

regarding the efficacy of high dose inha’ed triamcinolone acetonide in the
treatment of pulmonary sarcoidosis.
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REPORT DATE: 03/01/93 WORK UNIT # 1737
DETAIL SUMMARY SHEET

TITLE: Predicting Exercise Responses in COPD Patients

KEYWORDS : exercise, COPD, emphysema

PRINCIPAL INVESTIGATOR: Dillard, Thomas MAJ MC
ASSOCIATES: Hnatiuk, Oleh MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Feb 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate thé accuracy of descriptive models for oxygen consumption and
exercise ventilation in COPD patients. Descriptive models for these parameters
were previously developed at WRAMC. These models use values from resting
pulmonary function tests to predict the parameters at maximum exercise.

TECHNICAL APPROACH

Perform exercise testing of patients and measurement of resting lung function
tests. Generate predicted values using previous descriptive models and compare
to observed values using statistical methods.

PRIOR AND CURRENT PROGRESS

Thus far, 66 patients have completed the protocol (20 during the past year).
No adverse clinical events or complications have occurred during the course of
this study. Data collection is progressing. No aata analysis has been
undertaken to date.

CONCLUSIONS
Protocol remains active in data collection phase.
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REPORT DATE: 07,/06/93 WORK UNIT # 1739
DETAIL SUMMARY SHEET

TITLE: VA Cooperative Study No. 316: Efficacy of Passive Immunization in the
Prevention of Infection due to Klebsiella Pneumoniae and Pseudomonas

Aeruginosa

KEYWORDS: antibody, Klebsiella, Pseudomonas

PRINCIPAL INVESTIGATOR: Eliasson, Arn MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Jul 1990
FUNDING: .Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the efficacy of a polyclonal antibody preparation in the
prevention of bacteremia and sepsis from Klebsiella and Pseudomonas.

TECHNICAL APPROACH

Patients admitted to the intensive care units who are likely to stay longer
than 3 days, and who “re not felt to be immediately preterminal, will receive
the antibody preparation or a placebo in the form of albumin infusion.
Endpoints will include blood cultures, other clinical parameters of infection,
and death. This is a multicenter study involving 16 medical centers and
anticipates an enrollment of 16,000 patients. An addendum was approved in
September 1992 for an increased dose of polyclonal antibody. In July 1993 the
IND was transferred from OTSG sponsorship to Swiss Serum and Vaccine Institute.

PRIOR AND CURRENT PROGRESS

buring the past calendar year, 50 patients have been successfully enrolled in
the revised protocol calling for a new increased dose of polyclonal antibody;
65 -~ubjects have been enrolled altogether. The drug has been very well
tolerated with only two possible drug effects (transient hypertension) and
resulted in discontinuation of the drug infusion in these patients. No
long-term sequelae were experienced. Walter Reed’s ICU has been one of the
most productive centers in the multicenter protocol. Patients will continue to
be enrolled. The salaries of the study nurse coordinators is being provided by
the Swiss Serum and Vaccine Institute, which should provide enough funding to
continue work through 1993.

CONCLUSIONS

An interim analysis of data is planned by the study center in West Haven, CT in
August 1993 to determine whether or not primary endpoints with statistical
significance have been reached.
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REPORT DATE: 07/22/93 WORK UNIT # 1740
DETAIL SUMMARY SHEET
TITLE: The Effect of Diltiazem on Pulmonary Gas Exchange in Patients with
Chronic Obstructive Lung Disease at Rest, with Exercise, with Exposure
to a Hypoxic Environment and during Sleep

KEYWORDS: Ca channel, COPD, gas exchange

PRINCIPAL INVESTIGATOR: Moores, Lisa CPT MC
ASSOCIATES: Phillips, Yancy LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Jul 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To evaluate the potential of calcium channel antagonists to blunt the pulmonary
vasoconstrictive response to hypoxemia, thus lowering pulmonary vascular
resistance, increasing ventilation-perfusion mismatching, and worsening
hypoxemia.

TECHNICAL APPROACH

Prospective study in patients with severe airflow obstruction and mild
hypoxemia -- all subjects undergo baseline studies of ABG, pulmonary function,
resting cardiac output, and incremental cardiopulmonary exercise before and
after two hours of acute administration of 60 mg diltiazem. Subjects are then
randomly assigned to receive four weeks of either diltiazem or a placebo, 60 mg
TID, at which time all tests are repeated 2 hours after a medication dose.

PRIOR AND CURRENT PROGRESS

No new patients have been studied in the past year. Fourteen patients meeting
the above crite..a have been completely studied a..ogether. Plans are to
continue the study in an attempt to look at the cardiopulmonary effects of
chronic diltiazem use during sleep.

CONCLUSIONS

Examination of the data from the first 14 patients reveals no effect of acute
or chronic diltiazem use on cardiac output, oxygen delivery, pulmonary
function, or exercise performance. There was a trend toward a protective
effect of diltiazem on pulmonary gas exchange at altitude, which is being
further investigated.
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REPORT DATE: 10/15/92 . WORK UNIT # 1743
DETAIL SUMMARY SHEET
TITLE: Maximum Inspiratory Flow Rate as a Determinant of Maximum Voluntary
Ventilation in Normal Patients and Patients with Obstructive Lung

Disease

KEYWORDS : snary disease, pulmonary function test

PRINCIPAL INVESTIGATOR: Hnatiuk, Oleh CPT MC
ASSOCIATES: Dillard, Thomas LTC MC; Kumke, Kevin CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Oct 1990
FUNDING: Current FY: § 0 Previous FYs: § 660 Total: § 660

STUDY OBJECTIVE

To examine the validity of previously developed methods for prediction of

maximum veluntary ventilation (MVV) in normal patients and in patients with
stable chronic obstructive pulmonary disease.

TECHNICAL APPROACH

Patients are recruited from the Pulmonary Disease Clinic based on results of
prior pulmonary function tests. Testing protocol requires approximately 1 hour
on one visit. Usual medications are maintained. Data collected include:
height, weight, resting forced expiratory and inspiratory spirometry, maximum
voluntary ventilation, peak airway pressures at the mouth, single breath

diffusing capacity for carbon monoxide, oxygen saturation, and total lung
capacity by dilution method. ‘

PRIOR AND CURRENT PROGRESS

A total of 40 patients have been studied to date; 17 during the past year.
There have be~ no serious or unexpected reactions associ..ed with this study.
Identification of eligible patients, procurement and enrollmeant continue.

There is no direct benefit to the patients, unless the primary physician
requests the results.

CONCLUSIONS
This study is ongoing. It is too early to analyze data.
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REPORT DATE: 01/11/93 WORK UNIT # 1745

DETAIL SUMMARY SHEET

TITLE: Beta Agonist Bronchodilator Inhalation in Mechanically Ventilated COPD
Patients: A Comparison of Nebulizer and Metered Dose Inhaler with
IspirEase

KEYWORDS: inhaled bronchodilators, COPD, mechanical ventilation

PRINCIPAL INVESTIGATOR: Torrington, Kenneth LTC MC
ASSOCIATES: Phillips, Yancy COL MC; Andresen, Paul CRIT

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Jan 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE
To determine the optimal method for administering inhaled beta agonist
bronchodilator medications to COPl patients requiring wechanical ventilation.

TECHNICAL APPROACH

Mechanically ventilated COPD patients will be studied as they are fecovering
from the condition(s) that exacerbated their chronic disease. Physiologic
responses will be compared to inhaled metaproterenol, administered either via a
metered dose inhaler or an updraft nebulizer. The study will be double-blinded
and placebo-controlled. The protocol has not been modified since approval.

PRIOR AND CURRENT PROGRESS

During the past year, the researchers have observed that Walter Reed Army
Medical Center treats very few patients who would be appropriate subjects for
enrollment in this protocol. 1In fact, no patient has been invited to enroll in
cthe protocol. Furthermore, since the protocol was written, the medical
L..erature has clarified our hypothesis, and many hospitals now incorporate the
use of metered dose inhaler delivered bronchodiiators to ventilator patients as
standard practice.

CONCLUSIONS

Propose termination of this protocol because of poor access to an a i
ropriat

number of potential study subjects and because the medical 11teratu§2 hgs ©

answered the scientific question proposed.
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REPORT DATE: 04/15/93 WORK UNIT # 1746
DETAIL SUMMARY SHEET

TITLE: Clinical Utility of Post-Thoracentesis Radiography

KEYWORDS: chest radiography, thoracentesis

PRINCIPAL INVESTIGATOR: Hnatiuk, Oleh MAJ MC
ASSOCIATES: Doyle, James CPT MC; Torrington, Kenneth LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Apr 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To prospectively assess whether the routine use of post-thoracentesis chest
radiography in asymptomatic patients without clinically apparent complications
i1s warranted. The diagnostic utility of this practice has never been
prospectively evaluated.

TECHNICAL APPROACH

Patients on the Medical Service undergoing thoracentesis are enrolled after
thoracentesis is performed, and a procedure note is completed by the patients’
ward physicians. A chest x-ray is then obtained and reviewed for evidence of
pneumothorax. Once this is completed, the patient’s chart is reviewed within
48 hours following thoracentesis to determine whether any complications have
occurred. Also, the chart is reviewed to identify whether obtaininsg the chest
X-ray altered clinical management.

PRIOR AND CURRENT PROGRESS

To date, 180 patients have been enrolled in the protocol (85 this past year).
Six have had complications as a result of their procedure. However, this
complication rate is well below that reported.in the literature There have
been no serious or unexpected adverse reactions as a result of this study.

CONCLUSIONS

Data collection is presently ongoing. Interim analysis is planned when 200
cases have been collected. This number is higher than expected due to the low
complication rate at our institution.
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REPORT DATE: 08/13/93 WORK UNIT # 1747
DETAIL SUMMARY SHEET

TITLE: Increased Use of Repeat Fiberoptic Bronchoscopy: Utility in Patients
with Suspected Bronchogenic Carcinoma

KEYWORDS: RFB, fiberoptic bronchoscopy, suspected malignancy

PRINCIPAL INVESTIGATOR: Torrington, Kenneth LTC MC
ASSOCIATES: Poropatich, Ronald MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Aug 1991
TUNDING: Current FY: § 0 Previous F¥s: § 3,003 Total: § 3,003

STUDY OBJECTIVE

To document the increased use of repeat fiberoptic bronchoscopy (RFB) at Walter
Reed Army Medical Center; to evaluate indications for repeat procedures; and to
determine the value of RFB in patients with suspected carcinoma.

TECHNICAL APPROACH

This study will be a retrospective chart review of all patients undergoing
bronchoscopy in the WRAMC Pulmonary Clinic between 1986 and 1990. Patients who
have had two or more procedures will be identified and sorted on the basis of
the indication for the repeated bronchoscopy.

PRIOR AND CURRENT PROGRESS

Bronchoscopy reports (1,598) from the period January 1986 through December 1990
were screened, resulting in 207 patients being identiiied as having undergone
RFB during that time. The incidence of repeated procedures increased
progressively from 11% in 1986 to 20% in 1990. The largest patient group (59%)
for repeat bronchoscopies were patients with suspectad or proven carcinoma.

The second largest group was immunocompromised patients with pulmonary
infiltrates. Data analysis has been completed, and the results have been
published in Chest.

CONCLUSIONS

Use of RFB increased steadily from 1986-90, due primarily to its use in
previously diagnosed cancer patients presenting with second primary lesions,
pulmonary metastases, or progressive disease requiring therapeutic
interventions, and in infected HIV patients. For patients with new suspected
malignancies, RFB i{s often diagnostic when the initial procedure has shown
endobronchial or submucosal tumor but biopsy specimens were nondiagnostic.
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REPORT DATE: 08/13/93 WORK UNIT # 1748
DETAIL SUMMARY SHEET
TITLE: Utility of Fiberoptic Bronchoscopy in Stage I Bronchogenic Carcinoma

KEYWORDS: fiberoptic bronchoscopy, bronchogenic carcinoma, solitary pulmonary

PRINCIPAL INVESTIGATOR: Torrington, Kenneth LTC MC
ASSOCIATES: Kern, Joseph MAJ MC; Weidner, Sara CPT MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Aug 1991
FUNDING: Current FY: § 155 Previous FY¥Ys: $§ 663 Total: § 818

STUDY OBJECTIVE
To determine the value of performing fiberoptic bronchoscopy in patients

presenting for evaluation of solitary pulmonary nodules suspicious for
bronchogenic carcinoma.

TECHNICAL APPROACH

This study will be a retrospective chart review of patients bronchoscoped in
the Walter Reed Army Medical Center Pulmonary Clinic as part of their
preoperative evaluation for solitary pulmonary nodules. The study will
correlate bronchoscopic and surgical findings to determine whether a
preoperative diagnosis of malignancy affects patient operability or the
duration of surgery. The study also will evaluate the incidence of occult,
second primary malignancies of the upper and lower respiratory tract in
patients with bronchogenic carcinoma

PRIOR AND CURRENT PROGRESS

Charts (191) of patients evaluated between January 1986 and December 1989 were
selected for review, and a study population of 91 patients with solitary
pulmonary nodules ..s reported. There were 72 patiuuts with bronchogenic
carcinoma, 7 with carcinoid tumors, and 12 with benign nodules. The study was
presented at the 1992 International Conference of the American Thoracic
Society, published in abstract form in the American Review of Respiratory
Disease, and has been accepted for publication in Chest.

CONCLUSIONS

Preoperative fiberoptic bronchoscopy in patients with malignant solitary
pulmonary nodules did not alter clinical staging, obviate the need for surgery,
shorten the duration of surgery, or reveal a significant number of occult
primary carcinomas of the upper or lower respiratory tract. Benefit of
preoperative FB was not demonstrated.
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REPORT DATE: 09/30/93 WORK UNIT # 1749
DETAIL SUMMARY SHEET

TITLE: Air Transport of Patients with Pulmonary Defects

KEYWORDS: altitude, hypoxia, emphysema

PRINCIPAL INVESTIGATOR: Dillard, Thomas LTC MC
ASSOCIATES: Phillips, Yancy LTC MC; Knutsen, Sara CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Sep 1991
FUNDING: Current FY: § 155 Previous FYs: $ 0 Total: § 155

STUDY OBJECTIVE

Hypotheses: Hypoxic gas inhalation at ground level produces arterial oxygen
tension (AOT) comparable to acute altitude exposure in patients with abnormal
lung function under conditions isobaric for oxygen partial pressure. AOT
during normobaric and hypobaric hypoxia correlates with and may be predicted
from pulmonary function tests and blood gases on room air at ground level
before exposure. AOT on oxygen supplementation at altitude correlates with
ground level values. ’

TECHNICAL APPROACH

The protocol will follow the following procedures: measurement of barometric
pressure; insertion of arterial catheter into the radial artery; monitoring of
blood pressure and pulse oximetery continuously; sampling arterial blood for
blood gas tensions and co-oximetery; exposure of subjects to 15% oxygen; ascent
to simulated altitude conditions of 8000 feet using hypobaric chamber; ;ampling
of arterial blood gases; addition of oxygen supplementation; and sampling of
arterial blood gases. One minute of step-test exercise will be performed on
four occasions, followed by sampling of arterial blood gases.

PRIOR AND CURRENT PROGRESS

To date, 33 subjects have been enrolled; 4 during the past year. There have
been no serious or unexpected adverse reactions. One abstract was published
during the past year, dealing with the effect of supine versus upright posture
on the degree of arterial hypoxemias. Posture is an important issue in the air
transport of patients and the mass movement of casualties.

CONCLUSIONS
Posture has a definite affect on the degree of hypoxemia. However, at altitude
conditions the effect of posture has less influence than at sea level.

241




REPORT DATE: 10/13/92 WORK UNIT # 1750
DETAIL SUMMARY SHEET

TITLE: A Double-Blind, Placebo Controlled, Group Comparative Study of the
Effect of Tilade (Nedocromil Sodium, 4 mg) on Cough Experienced by
Asthmatics

KEYWORDS: asthma, nedocromil sodium, cough (asthma)

PRINCIPAL INVESTIGATOR: Phillips, Yancy LTC MC

DEPARTMENT: Department of Medicine : STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Oct 1991
FUNDING: Current FY: $ 0 Previous F/s: § 0 Total: §

STUDY OBJECTIVE
To evaluate the effect of inhaled nedocromil on the cough experienced by
subjects with asthma.

TECHNICAL APPROACH

Symptom scores, pulmonary function testing, and methacholine challenge will be
assessed in patients assigned to either active drug or placebo. Investigators
will be blinded to treatment.

PRIOR AND CURRENT PROGRESS

This study was terminated without enrolling any subjects, and the study'’s
sponsor was so notified in April 1992. Obtaining needed approval beyond WRAMC
proved to be administratively too difficult and time consuming.

CONCLUSIONS
None.
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REPORT DATE: 11/13/92 WORK UNIT # 1751
DETAIL SUMMARY SHEET

TITLE: Postoperative Pulmonary Changes Following Laparoscopic vs. Right
Subcostal Cholecystectomy

KEYWORDS: postoperative spirometry, cholecystectomy

PRINCIPAL INVESTIGATOR: Torrington, Kenneth LTC MC
ASSOCIATES: Bilello, John MAJ MC; Hopkins, Terry SSG CRTT

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 1,154 Previous FYs: $ 0 Total: $ 1,154

STUDY OBJECTIVE

To compare postoperative pulmonary changes following cholecystectomy performed
with two different surgical methods: laparoscopic cholecystectomy (LC) versus
right subcostal cholecystectomy (RSC).

TECHNICAL APPROACH

Volunteers scheduled for cholecystectomy will be enrolled to compare
preoperative with postoperative spirometry, chest x-rays, and arterial blood
gases. The plan is to compare the traditional surgical method, RSC, with the
recently introduced high tech method, LC. The original protocol has not been
modified, but in 1992 the investigators found that very few Walter Reed Army
Medical Center patients were operated on using RSC.

PRIOR AND CURRENT PROGRESS

As of this date, 26 of the originally projected 60 patients have been enrolled
in the study. Twenty-four patients underwent LC. One patient began with LC
but complications forced conversion to RSC, and one patient was operated on
with RSC. The 73C group had only one patient anl, therefore, has been deleted
from data analysis. Preliminary data analysis performed with the aid of the
Department of Clinical Investigation statisticians has shown statistically
significant findings in the LC group. Therefore, in November 1992 efforts to
enroll new patients were ceased. There have been no serious or unexpected
adverse reactions in any patient. The one patient whose operation was
converted from LC to RSC experienced severe postoperative pain and nausea and
withdrew from the study the morning following surgery. No other patient was
withdrawn.

CONCLUSIONS

Final conclusions are pending. However, this study has revealed a
statistically and clinically significant fall in spirometry following LC. A
final report will be submitted within 3 months. A similar protocol has been
designed to study postoperative pulmonary changes following video assisted
thoracic surgery.
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REPORT DATE: 02/11/93 WORK UNIT # 1752
DETAIL SUMMARY SHEET

TITLE: Eucapnic Voluntary Hyperventilation as a Bronchoprovocation Technique:
Comparison with Methacholine Inhalation in Asthmatics

KEYWORDS: bronchoprovocation, airway hyperreactivity, asthma

PRINCIPAL INVESTIGATOR: Hurwitz, Kenneth CPT MC
ASSOCIATES: Phillips, Yancy COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Feb 1992
FUNDING: Current FY: $ 1,339 Previous F¥s: § 0 Total: § 1,339

STUDY OBJECTIVE

To compare the sensitivity of eucapnic voluntary hyperventilation (EVH) to
methacholine inhalation challenge (MIC) in asthmatic subjects. In addition,
the effect of presenting these tests in sequerce will be examined, and the
results of these challenges will be correlated- with symptoms, serum
immunoglobulin E level, and serum eosinophil count,

TECHNICAL APPROACH

This study is a randomized, prospective crossover trial., There have been no
modifications to the original protocol. Subjects will complete a pulmonary
questionnaire; have blood drawn for serum IgE level, serum eosinophil count,
serum caffeine, and serum theophylline level; and then undergo
bronchoprovocation challenge testing with either eucapnic voluntary
hyperventilation (EVH) followed by methacholine inhalation challenge (MIC) or

MIC followed by EVH. They will then return on a subsequent day and undergo the
challenges in the reverse order.

PRIOR AND CULRENT PROGRESS
To date, 17 subjects have completed the protocol. There have been no serious
or unexpected adverse reactions. There has been no benefit to the subjects. A

few subjects declined to participate in the second day of testing after
completing the first day.

CONCLUSIONS

The sensitivities of EVH and MIC in detecting airway hyperreactivity were
similar. Severity of symptoms correlated with response to EVH, but not to MIC.
Response to MIC, but not EVH, correlated with serum IgE level (and perhaps to
serum eosinophil count). When the tests are performed in sequence, MIC

attenuates the response to EVH; it may be that EVH attenuates the response to
MIC in very sensitive subjects.
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REPORT DATE: 06/07/93 WORK UNIT # 1753
DETAIL SUMMARY SHEET

TITLE: Accuracy of Predicted Normal Values in Clinical Spirometry

KEYWORDS: spirometry, height, prediction equations

PRINCIPAL INVESTIGATOR: Parker, Joseph MAJ MC
ASSOCIATES: Dillard, Thomas LTC MC; Phillips, Yancy COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Jun 1992
FUNDING: Current FY: § 1,364 Previous FYs: § 0 Total: $ 1,364

STUDY OBJECTIVE

To assess the impact of using a subject’s stated normal height versus their
measured height on the calculation of predicted normal values for spirometry
and on the clinical interpretation of spirometry; and to evaluate the current
practices of PFT labs in the Washington, D.C. area.

TECHNICAL APPROACH

Patients referred for spirometry will be evaluated by first asking subjects
their height and then measuring their height and arm span. Each subject’s
predicted normal values for FVC and FEV1 will then be calculated using both
stated and measured height. A postal survey of local civilian and military PFT
labs will be conducted to determine current practices regarding ascertainment
of height.

PRIOR -AND CURRENT PROGRESS

During the first year, 210 subjects were enrolled, and complete data was
collected on all patients. A survey of local PFT labs (civilian and military)
was conducted with 25 responders. The data was analyzed with the help of the
DC. statistician (Dr. Chang).

CONCLUSIONS

There were significant differences between stated and measured heights with the
differences becoming progressively larger with increasing age. These
differences created significant differences in the calculation of predicted
normal values and would have influenced/changed the interpretation of
spirometry in approximately 20% of those patients older than 60. Clinical labs
frequently do not measure height (50%).

245




REPORT DATE: 06/06/93 WORK UNIT # 1754
DETAIL SUMMARY SHEET

TITLE: The Effects of Buspirone on Respiraton in Asthma Patients

KEYWORDS: buspirone, asthma, respiration

PRINCIPAL INVESTIGATOR: Kumke, Kevin, CPT MC
ASSOCIATES: Derderian, Sarkis LTC MC; Hamm, Carolyn PhD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Jun 1992
FUNDING: Current FY: § 1,950 Previous F¥Ys: § 4,981 Total: § 6,931

STUDY OBJECTIVE
To examine the effect of the antianxiety medication buspirone on respiration.

TECHNICAL APPROACH

The effect of buspirone on respiration in outpatient asthmatics will be
evaluated in ¢ Jouble-blind, randomized, crossover fashion. This evaluation
will include a series of three overnight polysomnograms and three central
respiratory control evaluations. The central respiratory control studies will
measure patient response to changes in airway resistance, carbon dioxide, and
hypoxia.

PRIOR AND CURRENT PROGRESS
There have been 14 patients enrolled "n this study, and 10 of these 14 have
completed the study process. There .iave been no serious or unexpected adverse

* reactions. One patient has withdrawn due to complaints of dizziness while on

buspirone. The dizziness resolved when the medication was discontinued. Prior
studies involving buspirone have reported a 9% incidence of transient
dizziness. Until 14 subjects have completed the study, it would be premature
to make any statements regarding benefit to patients.

CONCLUSIONS

Buspirone increases the mean latency to REM sleep but does not significantly
alter sle=n efficiency or the percent of sleep stages in stable asthmatics with
severe chrsnic air flow obstruction.
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REPORT DATE: 08/24/93 WORK UNIT # 1755
DETAIL SUMMARY SHEET
TITLE: Eucapnic Voluntary Hyperventilation (EVH) as a Bronchoprovocation
Technique: Development of a Standardized Ventilatory Dosing Schedule,
and an Analysis of the Refractory Period After EVH in Asthmatics
KEYWORDS: asthma, hyperventilation, exercise

PRINCIPAL INVESTIGATOR: Argyros, Gregory CPT MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Aug 1992
FUNDING: Current FY: §$ 0 Previous F¥s: §$ 0 Total: § 0

STUDY ORJECTIVE

To determine the optimal ventilatory dosing schedule for eucapnic voluntary
hyperventilation (EVH) challenge, and to determine whether or not a refractory
period evists after EVH challenge to subsejuent bronchoprovocation with EVH in
asthmatics.

TECHNICAL APPROACH :

Subjects with a history of asthma will be seen at the Pulmonary Clinic on 5
separate days. On day one, they will be given two successive EVH challenges 1
to 2 hours apart. On the other 4 days, they will be given four different EVH
challens where either the duration of the challenge or the minute ventilation
will be altered.

PRIOR AND CURRENT PROGRESS
A total of 21 subjects have completed the study. There were no serious or
unexpected adverse reactions.

CONCLUSIONS

There clearly is a refractory period after EVH challenge where the
bronchospastic response to subsequent challenge is decreased. There is a
significant difference in the bronchospastic response as the duration and
minute ventilation of the challenge is altered. It appears that a 6 minutes
challenge at a minute ventilation of 30 X FEV1 is the optimal challenge.
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REPORT DATE: 09/08/93 WORK UNIT # 1756
DETAIL SUMMARY SHEET

TITLE: Presentation of Carcinoma Metastatic to the Thorax and the Diagnosis
with Fiberoptic Bronchoscopy

KEYWORDS: intrathoracic metastases, fiberoptic bronchoscopy

PRINCIPAL INVESTIGATOR: Torrington, Kenneth LTC MC
ASSOCIATES: Argyros, Gregory MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service _APPROVAL DATE: Sep 1992
FUNDING: Current FY: § 1,502 Previous FYs: $ 0 Total: § 1,502

STUDY OBJECTIVE

To determine: 1) the clinical presentation of patients with malignancies
metastatic to the lung, 2) the diagnostic utility of fiberoptic bronchoscopy,
and 3) the primary site of malignancies metastas.zing endobronchially or
submucosally. ~

TECHNICAL APPROACH

This is a retrospective chart review. The records of fiberoptic bronchoscopies
performed between 1987-91 will be reviewed to determine eligibility for
inclusion in this study. Charts reviewed will be from Pulmonary, Medical
Oncology, Infectious Disease, Thoracic Surgery, and Radiation Oncology Clinics,
as well as pathology reports and inpatient and outpatient records.

PRIOR AND CURRENT PROGRESS

This study has been completed. A total of 1,853 records were reviewed, with
111 cases meeting inclusion criteria. Data revealed that patients with
endobronchial and submucosal metastases are more likely to have pulmonary
symptoms (couc> hemoptysis, and chest pain), ard their chest x-rays are more
likely to show atelectasis. Bronchoscopy has its highest yield in this patient
group. The majority of patients with endobronchial metastases have Kaposi's
sarcoma, lymphoma, adenocarcinoma, or sarcoma (KLAS). Patients with newly
diagnosed esophageal carcinoma who have no symptoms of pulmonary disease do not
benefit from preoperative bronchoscopic evaluation. Findings have been

presented in abstract form, accepted for publication, and an additional
manuscript is under review,

CONCLUSIONS
During the AIDS epidemic, the spectrum of malignancies metastatic to the thorax
has changed and can be remembered by the mnemonic acronym "KLAS." Bronchoscopy

is helpful for diagnosing patients with pulmonary symptoms or with radiographic
evidence of atelectasis.
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REPORT DATE: 09/09/93 WORK UNIT # 1757

DETAIL SUMMARY SHEET
TITLE: Centocor: HA-1A Efficacy in Septic Shock (CHESS) Trial
KEYWORDS: septic shock, HAlA

PRINCIPAL INVESTIGATOR: Eliasson, Arn LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Pulmonary Disease Service APPROVAL DATE: Sep 1992
FUNDING: Current FY: §$ 0 Previous FYs: § 0 Total: § 0

.- TUDY OBJECTIVE
.. determine the efficacy of a monoclonal antibody called HAlA in the treatment
-f septic shock.

TECHNICAL 'APPROACH

This is a multi-center study. Patients with septic shock will be infused with
the monoclonal antibody HAlA. They will be tracked for organ failure and
death, comparing the treatment arm with a placebo arm.

PRIOR AND CURRENT PROGRESS

Before approval was obtained to begin this study at WRAMC, an intermin analysis
of data gathered from the other centers revealed an excess of deaths in the
treatment arm. Speculations abound about why that was the case, but no firm
explanation for this finding has been reported to date.

CONCLUSIONS
This study has been terminated.
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REPORT DATE: 03/03/93 WORK UNIT #= 9280
DETAIL SUMMARY SHEET

TITLE: Sleep and Respiratory Control in Kyphoscoliosis

KEYWORDS: sleep, kyphoscoliosis, nocturnal oxygenation

PRINCIPAL INVESTIGATOR: Derderian, Sarkis LTC MC
ASSOCIATES: Rajagopal, Krishnan LTC MC; Phillips, Yancy LTC MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Pulmonary Disease Service APPROVAL DATE: Feb 1990
FUNDING: Current FY: § 2,249 Previous FY¥s: § 2,535 Total: § 4,784

STUDY OBJECTIVE

To describe the hypercapnic and hypoxic rebreathing responses in kyphoscoliosis
and to correlate these respiratory changes with the severity of the spinal
deformity, as well as the frequency and severity of nocturnal oxygen
desaturations as assessed by standar? nocturnal polysomncgzraphy.

TECHNICAL APPROACH

Patients between 18 and 60 years of age without airflow limitations, or other
disorders affecting respiratory function, will be selected using Cobb’s Angle
to determine the severity of kyphoscoliosis as mild, moderate, or severe. Each
participant will be administered tests of full pulmonary function, arterial
blood gas analysis, comprehensive rebreathing under hypoxic and hypercapnic
conditions, and nocturnal polysomnography. Results will be compared recording
the severity of the disease.

PRIOR AND CURRENT PROGRESS

Since one of the associate investigator'’s departure from orthopaedics, no w
patients have been enrolled. The researchers plan to solicit the assistance of
ano...er orthopaedic associate, specifically one who has access to the Scoliosis
Clinic. This will be critical in recruiting patieuts.

CONCLUSIONS
None to date.
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REPORT DATE: 05/10/93 WORK UNIT # 3704
DETAIL SUMMARY SHEET

TITLE: Iontophoresis Therapy for Rheumatoid Arthritis

KEYWORDS: iontophoresis, rheumatoid arthritis

PRINCIPAL INVESTIGATOR: Klipple, Gary COL MC
ASSOCIATES: Mewshaw, Betsy RN, MSN

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: Apr 1989
FUNDING: Current FY: $ 0 Previous FYs: $ 0 Total: $ 0

STUDY OBJECTIVE

To evaluate the efficacy and safety of an iontophoretic drug delivery system in
the treatment with corticosteroids of synovitis of the hand and wrist joints in
patients with rheumatoid arthritis.

TECHNICAL APPROACH
Patients with rheumatoid arthritis with active synovitis of the hand joints are
randomized to receive corticosteroids into the affected joints with injection

of iontophoresis or to receive sham injection of iontophoresis using normal
saline.

PRIOR AND CURRENT PROGRESS

Over 50 joints from 33 different subjects have been entered into this study; 22
patients have been entered this past year. There has been no incidence of
unexpected or adverse reactions. The data has been reviewed with Dr. Chang,
DCI statistician. In summary, the injected joints and iontrophoresis joints
improved significantly, but so did the sham joints. The significant
improvement of the control group is probably related to the phenomena of

naturally waxing . .] waning disease and the selecti.. of study joints at a
period of flare.

CONCLUSIONS

The current plan is to continue this protocol until a satisfactory number of
control joints have been studied to determine if this pattern continues.
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REPORT DATE: 05/10/93 WORK UNIT # 3705
DETAIL SUMMARY SHEET

TITLE: Iontophoresis Therapy for Osteoarthritis

KEYWORDS: iontophoresis, osteoarthritis

PRINCIPAL INVESTIGATOR: Klipple, Gary COL MC
ASSOCIATES: Mewshaw, Betsy RN MSN

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: Apr 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate the efficacy and safety of an iontophoretic drug delivery system in
the treatment with corticosteroids of synovitis of the hand and wrist joints in
patients with osteoarthritis.

TECHNICAL APPROACH

Patients with osteoarthritis with synovitis of the hand joints are randomized
to receive corticosteroids into the affected joints with injection of
iontophoresis or to receive sham injection of iontophoresis using normal
saline.

PRIOR AND CURRENT PROGRESS

A total of four patients have been entered into this study; two this past year.
This experience and the clinical use of of iontopheresis demonstrate that this
will probably be an effective technique. The reason for slow patient accrual
is two-fold: 1) iontophoresis double-blind studies are very time-consuming
(and emphasis has been placed on two other iontophoresis protocols which are
near completion, and 2) participation requires a major commitment of patient
time. There ha< been no incidence of serious or unexpected -dverse reactions.

CONCLUSIONS

Patients will be gradually entered into this study. Accrual will accelerate as
another iontophoresis protocol is brought to completion over the next few
months.
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REPORT DATE: 05/10/93 WORK UNIT # 3706
DETAIL SUMMARY SHEET

TITLE: Iontophoresis Therapy for Bursitis and Tendinitis

KEYWORDS: iontophoresis, bursitis, tendinitis

PRINCIPAL INVESTIGATOR: Klipple, Gary COL MC
ASSOCIATES: Mewshaw, Betsy RN MSN

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: Apr 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To evaluate the efficacy and safety of an iontophoretic drug delivery system in

the treatment with corticosteroids of synovitis, bursitis, and tendinitis.

TECHNICAL APPROACH
Patients with bursitis and tendinitis are randomized to receive corticosteroids

into the affected musculoskeletal area with injection of iontophoresis or to
receive sham injection of iontophoresis using normal saline.

PRIOR AND CURRENT PROGRESS
Completed iontopheresis study of over 30 soft tissue areas from 30 individual

patients; 21 subjects during this past year. There has been no incidence of
serious or unexpected adverse reactions. Data have been reviewed with Dr.
Chang, DCI statistician. The data demonstrate a significant improvement of
various forms of bursitis and tendonitis with this technique compared to sham
procedures in a double-blind controlled fashion. Review of data in
consideration of publication establishes the ueed to increase the numbe. of
studies In various soft tissue areas.

CONCLUSIONS

Preliminary data indicates that iontopheresis is effective in the treatment of
bursitis and tendonitis. Further data is necessary to complete this study and
ready it for publication. The major focus will be to complete this protocol
first, and compare the findings to the two other related protocols.

2
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REPORT DATE: 08/04/93 WORK UNIT # 3707
DETAIL SUMMARY SHEET

TITLE: A Study of Autoantibiodies to Neutrophil Integrin Proteins in Patients
with Rheumatoid Arthritis

KEYWORDS: autoantibodies, rheumatoid arthritis, integrins

PRINCIPAL INVESTIGATOR: Hartman, Kip MAJ MC
ASSOCIATES: Wright, Daniel COL MC; Klipple, Gary COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: Aug 1990
FUNDING: Current FY: $10,763 Previous FYs: $§ 11,644 Total: $ 22,407

STUDY OBJECTIVE

To determine the incidence of autoantibodies to the neutrophil adhesion
glycoproteins CD1l1b/CD18 in patients with rheumatoid arthritis, and to
investigate the correlation of these autoa- :ibodies with the occurrence of
infections.

TECHNICAL APPROACH ;

After consent, patients seen in the Rheumatology Clinic with the diagnosis of
rheumatoid arthritis will be given a questionnaire, followed by a physician
interview, and a physical examination. Blood will be collected and sera
evaluated for anti-neutrophil antibody activity by immunofluorescent flow
cytometry; specific anti-CD11b/CD18 reactivity will be studied in an immunobead
antigen capture assay. Sera positive for antibodies to these adhesion proteins
will be further evaluated for effects on neutrophil adhesion and opsonin
receptor functions.

PRIOR AND CURRENT PROGRESS

No new patients have been registered the past year on this study; 22 patients
have been enrolled altogether. There have been no adverse reactions or
patients withdrawn from the study. There has been no benefit to patients. The
study remains open, pending evaluation of data and further study of serum
specimens.

CONCLUSIONS
None.
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REPORT DATE: 10/15/92 WORK UNIT # 3709
DETAIL SUMMARY SHEET

TITLE: Pathogenesis of Systemic Sclerosis: Role of Transforming Growth
Factor-Beta

KEYWORDS: systemic sclerosis, TGF-beta

PRINCIPAL INVESTIGATOR: Klipple, Gary COL MC
ASSOCIATES: Tsokos, George MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: Oct 1991
FUNDING: Current FY: $30,788 Previous FYs: § 25,923 Total: § 56,711

STUDY OBJECTIVE ,

To establish (1) the presence of TGF-B in the skin of patients with systemic
sclerosis (SSc); (2) establish that peripheral blood mononuclear cells (MNC)
from patients with SSc express more TGF-B than normal MNC; (3) compare TGF-B
levels among patients at various clinical phases, and (4) determine the type of
MNC that is primarily responsible for the production of TGF-B.

TECHNICAL APPROACH

Patients with an established diagnosis of SSc will be enrolled in this study.
MNC from these patients’ blood will be isolated by gradient centrifugation, and
RNA will be extracted, run on agarose gels, and hybridized with TGF-B probe.
Skin biopsy specimens will be strained with anti-TGF-B antibodies.

Perivascular areas will be evaluated carefully. Clinical information will be
collected. :

PRIOR AND CURRENT PROGRESS

To date, skin biopsies collected prior to initiation of this study have been
used and stained with anti-TGF-B antibodies. Skin from patients with SSc, but
not from normal individuals, express the TGF-Bl and TGF-3 isoforms. These
results show that TGF-B is involved directly in the accumulation of fibrous
tissues in the skin of patients with SSc. In new specimens to be collected
from now on, the presence of TGF-B (in conjunction with substances that are
also involved in the production of fibrous tissue and the regulation of the
production of TGF-B) will be determined. TGF-B mRNA was found in peripheral
blood MNC, but only in negligible quantities. A more sensitive Northern
hybridization assay is being developed.

CONCLUSIONS

TGF-B isoforms are present in the skin of patients with SSc, implying that it
is involved in the pathogenesis of the disease. Further studies are in
progress to establish whether other factors are also favored.
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REPORT DATE: 11/16/92 . WORK UNIT # 3710
DETAIL SUMMARY SHEET

TITLE: Effects of Anti-IgD-dextran Conjugates on Human B Lymphocyte Antibody
Production

KEYWORDS: B lymphocyte, antibody, humoral immunity

PRINCIPAL INVESTIGATOR: Dennis, Greg LTC MC
ASSOCIATES: Katona, Ildy CAPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: Nov 1991
FUNDING: Current FY: $§ 7,712 Previous FYs: $ 12,383 Total: § 20,095

STUDY OBJECTIVE

To examine the effects of anti-IgD-dextran conjugates on human B lymphocyte
expression of B cell activation markers and adhesion molecules, and to examine
the effects of anti-IgD-dextran conjugates on human B lymphocyte proliferation
and antibody production in the presence or absence of lymphokines.

TECHNICAL APPROACH _

Elutriated B cell-enriched fraction will be used as a cell source. B or T
cells will be further purified by a negative selection method. Cell surface
antigens will be determined by a fluorescence activated cell sorter. Antibody
production will be measured by ELISA. 1In vitro lymphokine production by B or T
cells will be measured by ELISA.

PRIOR AND CURRENT PROGRESS .

B cells, which are initially dull or negative for the adhesion molecule LFA-1,
showed a marked increase by day 3 after stimulation with anti-IgD-dextran.
HLA-DR expression also increased two to five fold by day 3 after stimulation.
Jo correlation was seen between LFA-1 and HLA-DR on individual B cells.
Anti-Ig-stimulated B cells induced a consistent and reproducible increase in
the percentage of T cells, which express HLA-DR.

CONCLUSIONS

These data indicate that T cell-independent cross-linking of surface Ig by
anti-IgD-dextran increases B cell surface expression of adhesion molecules
which may facilitate its subsequent interaction with T cells or NK cells.
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REPORT DATE: 10/15/92 WORK UNIT # 3711
DETAIL SUMMARY SHEET

TITLE: Lymphocyte Abnormalities in Patients with Systemic Lupus Erythematosus

KEYWORDS: SLE, lymphocytes

PRINCIPAL INVESTIGATOR: Klipple, Gary COL, MC
ASSOCIATES: Tsokos, George MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: Oct 1991
FUNDING: Current FY: $20,729 Previous FYs: § 26,334 Total: $§ 47,063

STUDY OBJECTIVE

To study signal transduction abnormalities in lymphocytes from patients with
systemic lupus erythematosus (SLE). Specifically, do T-lymphocytes from
patients with SLE have altered mitogen-induced intracellular free calcium
responses, and do T-cells from patients with SLE have altered mitogen-induced
phosphoinositol metabolism?

TECHNICAL APPROACH

Lymphocytes are obtained from peripheral blood mononuclear cells (MNC) by
gradient centrifugation. T-cell clones are established and characterized.
Signal transduction studies are performed in both fresh T-lymphocytes and
T-cell lines.

PRIOR AND CURRENT PROGRESS

T-cell clones have been successfully established from six patients with SLE.
The clones were first characterized phenotypically by immunofluorescence
staining using monoclonal antibodies. Most of the clones are of the CD-4
phenotype. Subsequently, we screened the clones for autoreactivity; i.e.,
ability to r._.pond to autoantigens. Approxima..ly 2C percent of the clones
respond to self antigens. Autoreactive clones are now being tested for their
ability to respond to anti-CD-3 antibodies by raising their intracellular free
calcium concentration.

CONCLUSIONS

Autoreactive clones are established successfully from the peripheral blood of
patients with SLE. Further characterization of the clones will give valuable
information on their function and origin.
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REPORT DATE: 05/17/93 WORK UNIT # 3712
DETAIL SUMMARY SHEET

TITLE: Autoreactive T Lymphocytes in the Pathogenesis of Systemic Sclerosis

KEYWORDS: systemic sclerosis, T cells, autoimmunity

PRINCIPAL INVESTIGATOR: Klipple, Gary COL MC
ASSOCIATES: Tsokos, George MAJ MC; Sfikakis, Peter MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: May 1992
FUNDING: Current FY: § 8,387 Previous FYs: § 27,429 Total: $ 35,816

STUDY OBJECTIVE

To determine the frequency of hypoxanthine phosphoribosyltransferase (HPRT)
gene mutated T cells in the peripheral blood of patients with systemic
sclerosis, and to determine whether HPRT gene mutated T cell clones derived
from patients with systemic sclerosis demonstrate reactivity to the presumed
scl-70 autoantigen.

TECHNICAL APPROACH

This is a one-time blood drawing study. Isolate T cells from the peripheral
blood of patients with systemic sclerosis. Use a clonal assay to determine the
frequency of HPRT gene mutated T cells. Expand in vitro T cell clones. Test
their ability to proliferate in the presence of the scl-70 antigen.

PRIOR AND CURRENT PROGRESS

Results to date have demonstrated that the frequency of HPRT gene mutated T
cells is increased in the peripheral blood patients with systemic sclerosis. A
limited number of clones studied so far demonstrate increased proliferative
responses to scl-70 antigen. A larger number of patients needs to be studied
to identiiy possible correlations between clinical manifestations and the
frequency of mutated T cells. A larger number of clones needs to be studied to
establish the specificity of the reactivity patterns of the clones. Thirteen
patients have been studied so far. There is no direct benefit to the patients.
No unexpected or serious adverse effects have been noticed.

CONCLUSIONS
A clonal assay has become available to identify autoreactive, possibly
pathogenic, T cells in patients with systemic sclerosis.
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REPORT DATE: 06/14/93 WORK UNIT # 3713
DETAIL SUMMARY SHEET
TI{TLE: Antiphospholipid Antibody Syndrome (~PAS): Role of Antiphospholipid
Antibodies (APLA) and B2-glycoprotein (gp)-I in the Clinical
Manifestations of APAS

KEYWORDS: antiphospholipid, B2-glycoprotein-I, thrombosis

PRINCIPAL INVESTIGATOR: Tesar, Joseph MD DAC
ASSOCIATES: Klipple, Gary COL MC; Tsokos, George MAJ MC

DEPARTMENT: Deﬁartment of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: May 1992
FUNDING: Current FY: $14,220 Previous FYs: § 0 Total: § 14,220

STUDY OBJECTIVE

To define the relationship of antiphospholipid a~tibody (APLA) and
B2-glycoprotein-I to clinical manifestations of arterial and venous thrombosis,
platelet aggregation, thrombocytopenia, and livedo reticularis in patients with
systemia lupus erythematosis (SLE) and other connective tissue disorders.

TECHNICAL APPROACH

The study is a prospective, randomized investigation of patients with SLE,
other connective tissue disorders, and control subjects. Each patient’s serum
will be tested for APLA, ANA, Ds DNA, VDRL, lupus anticoagulant, and complement
. and immune complexes. All pertinent clinical manifestations will be dated and
recorded. The enhancement (if any) of APLA binding to phospholipids by
B2-glycoprotein will be determined in the first phase of the study.

PRIOR AND CURRENT PROGRESS

To date, this study has examined 30 samples of serum from patients with SLE and
30 samples of serum from controls for presence of APLA. A new method of
isolation and purification of serum IgG free of contamination by
B2-glycoprotein has been developed. APLA binding activit' ~f 30 isolated IgG
in a serum-free system has been examined, and a variable e ' ncement of APLA by
B2-glycoprotein was found in an ELISA procedure. The rela .onship of these
data to clinical manifestation is now being studied.

CONCLUSIONS

Isolated ‘mmunoglobulins with APLA activity are binding negative-charged
phospholipids (cardiolipin) in the presence of B2-glycoprotein.
B2-gylcoprotein enhances this binding activity, from insignificant te very
substantial. This fact has important biological and possibly diagnostic
applications.
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REPORT DATE: 06/09/93 WORK UNIT # 3714
DETAIL SUMMARY SHF-T

TITLE: Role of Adhesion Molecules in the Activation of T Cells From Patients
with Systemic Lupus Erythematosus (SLE)

KEYWORDS: 1lupus, adhesion molecules, T lymphocytes

PRINCIPAL INVESTIGATOR: Oglesby, Robert CPT MC
ASSOCIATES: Tsokos, George MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE. Jun 1992
FUNDING: Current FY: § 2,886 Previous FYs: $ 1,271 Total: $ 4,157

STUDY OBJECTIVE

To assess the role of adhesion mclecules in the pathogenesis of systemic lupus
erythematosus (SLE), and to determine whether deficient adhesion molecule
expression and function are responsible for the inability of SLE T cells to
respond to recall antigens.

TECHNICAL APPROACH

T cells will be obtained from the peripheral blood of patients with SLE by
Ficoll gradient centrifugation and sheep erythrocyte rosetting. T cells will
be cultured in the presence of recall antigens, and in the presence of
functional adhesion molecules.

PRiOR AND CURRENT PROGRESS

Blood has been drawn from 14 subjects. There has been no incidence of serious
or unexpected adverse reactions. Isolated lupus T cells cultured under
conditions where both first and second stimulatory signals are provided under
optimal conditions demonstrate normal response to CD2-mediated stimulation.
Lupus T cells respond poorly to recall antigens (tetanus toxoid, etc.) because
the adhesion molecule-mediated co-stimulatory signal is deficient. The
response of SLE derived T cells to recall antigens is normalized in the
presence of functional adhesion molecule B7/BBl.

CONCLUSIONS

Deficient functioning of adhesion molecules that are expressed on the surface
membrane of antigen presenting cells is responsible for the inability of lupus
T cells to respond to recall antigens such as tetanus toxoid and influenza.
These findings may explain why lupus patients are more prone to infections.
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REPORT DATE: 07/12/93 WORK UNIT # 3715

DETAIL SUMMARY SHEET

TITLE: Metabolic Parameters in Systemic Lupus Erythematosus with
Neuropsychiatric Manifestations

KEYWORDS: Lupus erythematosus, neuropsychiatric, metabolic parameters

PRINCIPAL INVESTIGATOR: Klipple, Gary COL MC
ASSOCIATES: Tsokos, George MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Rheumatology Service APPROVAL DATE: Jul 1992
FUNDING: Current FY: $29,592 Previous FYs: § 0 Total: § 29,592

STUDY OBJECTIVE
To establish the value of cerebrospinal fluid (CSF) me%abolic parameters in the

diagnosis of active central nervous system (CNS) disease.

TECHNICAL APPROACH

Patients will be evaluated clinically, and a neuropsychiatric evaluation will
be completed. Levels of C5b-9, C3a C4, antineuronal antibodies,
antiphospholipid antibodies, quinolinic acid, and interleukin 6 will be
determined in the cerebrospinal fluid (CSF) of patients with systemic lupus
erythematosis (SLE). The diagnosis and prognostic value of these parameters
will be determined.

PRIOR AND CURRENT PROGRESS

This study has found that patients with SLE who have inflammatory CNS disease
have significantly elevated levels of quinolinic acid. Three patients have
been enrolled to date, with no serious or unexpected adverse reactions noted.

CONCLUSIONS

Elevated levels of quinolinic acid in the CSF of patiencs with lupus may be
useful in determining the cause of neuropsychiatric manifestations in these
patients.
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REPORT DATE: 06/10/93 WORK UNIT # 7136
DETAIL SUMMARY SHEET

TITLE: An Investigation of Frontal Lobe Mediated Knowledge Representation

KEYWORDS: cognition, frontal lobe

PRINCIPAL INVESTIGATOR: Salazar, Andres COL MC

SERVICE: Neurology Service STATUS: Ongoing
APPROVAL DATE: Feb 1988

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE .

1) To develop face valid and psychometrically constrained tests of executive
functions guided by a preliminary neuropsychologically derived information
processing model; 2) To obtain normal control data; 3) To motivate a more
detailed and complete neuropsychological model of executive (frontal lobe)
functions based on observed brain-behavior relationships; 4) To develop
guidelines fo. the care of individuals impaired with clinical or "subclinical®
executive function deficits.

TECHNICAL APPROACH
Patients will receive neurological and neuropsychological examinations at WRAMC
and at NINDS, NIH.

PRIOR AND CURRENT PROGRESS

Twenty patients have been entered in the study (two during the past year) and
have received baseline and q6 month evaluations at the NIH. There has been no
incidence of serious and/or unexpected adverse reactions. Additional patients
are are now being entered in conjunction with a concomitant brain tumor
protocol.

CONCLUSIONS
Preliminary analysis of data, to date, supports the model of frontal lobe
executive function hypothesized in the original protocol.
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REPORT DATE: 03/01/93 WORK UNIT » 7141
DETAIL SUMMARY SHEET

TITLE: Recombinant Beta Interferon as Treatment for Multiple Sclerosis: A
Multicenter Protocol

KEYWORDS: beta-interferon, multiple sclerosis
PRINCIPAL INVESTIGATOR: Salazar, Andres COL MC

SERVICE" Neurology Service STATUS: Ongoing
APPROVAL DATE: Feb 1989

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE
To determine the therapeutic efficacy of beta-interferon in multiple sclerosis.

TECHNICAL APPROACH

Patients will be administered 6 million units r-human beta-interferon
intramuscu'-rly weekly for 2 years and will then be followed Jjor 1-2 years.
During FY-93, there were some administrative protocol modifications and changes
to the consent form. The changes were approved by the HUC/IRB in October 1992.

PRIOR AND CURRENT PROGRESS

Fifcty-three patients have been entered at WRAMC (26 this past year). A total
of 290 patients have been entered in the entire multicenter study (83 this past
year). There have been no adverse experiences attributable to the drug.

CONCLUSIONS
R-human beta-interferon is safe and well tolerated when administered at a dose
of 6 million units IM for over 1 year to patients with multiple sclerosis.
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REPORT DATE: 03/15/93 WORK UNIT # 7142
DETAIL SUMMARY SHEET

TITLE: Intramuscular Poly-ICLC and CCNU in the Management of Malignant
Gliomas: An Open Trial

KEYWORDS : poly-ICLC, CCNU
PRINCIPAL INVESTIGATOR: Salazar, Andres COL MC

SERVICE: Neurology Service STATUS: Ongoing
APPROVAL DATE: Mar 1989

FUNDING: Current FY: $12,000 ) Previous FYs: §$ 295 Total: $ 12,295
STUDY OBJECTIVE

To determine the toxicity and tolerance of low doses of poly-I1CLC and CCNU in
patlents with malignant gliomas.

TECHNICAL APPROACH

Originally, patients were administered poly-ICLC at 10, 20, 50, and 100 mcgm/kg
twice weekly for 1 year. The dosage schedule was changed in August 1992 by
addendum and approved by the HUC/IRB. Currently, patients are receiving 15
mcg/kg three times a week (total 45 mcgm/kg/wk) for 36 months.

PRIOR AND CURRENT PROGRESS

Thirty-seven patients with malignant glioma have been entered to date; 16
during the past fiscal year. There was minimal or no toxicity. Nine patients
on intermittent or short-term poly-ICLC have died, but 18 of 28 with 4 to 32
month MRI follow-up responded with regression or stabilization of enhancing
tumor (median ~ 80% volume decrease). All anaplastic astrocytoma (AA) patients
remain alive and well, and are off steroids or -are on a taper a median of 27
months from diagnosis. Median glioblastoma (GBM) survival is now 16 months.
(Historical median survival is 26 months for AA and 10 months for GBM).
Optimum dose appears to be 10-20 mcg/kg IM two to three times weekly, yielding
a 73% response rate (16/22). Tumor response appears associated with 2°'S’ 0AS
activation, but not with serum interferon, 1I-2, 11-6, TNF, or Neopterin. The
researchers hypothesize activation by poly-ICLC of a basic host tumor
suppressor system.

CONCLUSIONS

Poly-ICLC can be safely administered to patients with malignant gliomas with
virtually no toxicity over 18 months. Prolonged, quality survival with tumor
regression on MRI in most patients suggests that a more extensive trial is
warranted. The concept of long-term, broad spectrum stimulation of host
defenses with nontoxic, inexpensive double-stranded RNAs such as poly-ICLC may
be applicable to treatment of other aggressive malignancies.
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REPORT DATE: 11/25/92 WORK UNIT # 7143
DETAIL SUMMARY SHEET

TITLE: Investigation of the Effectiveness of Nimodipine in Movement Disorders

KEYWORDS: Nimodipine, movement disorder, calcium channel blocker

PRINCIPAL INVESTIGATOR: Jabbari, Bahman COL MC

SERVICE: Neurology Service STATUS: Completed
APPROVAL DATE: Nov 1989

FUNDING: Current FY: §$ 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To evaluate the effectiveness of calcium channel blocker Nimodipine in movement
disorders.

TECHNICAL APPROACH

Patients with involuntary movement disorders (chorea, myoclonus, dystonia,
tremor) will be enrolled. Each patient will be videotaped prior to treatment.
Nimodipine 30 mg will be prescribed qid for 10 days. Patient’s improvement
will be evaluated by a clinical rating scale and a second videctape. An
unbiased observer will rate the tapes.

PRIOR AND CURRENT PROGRESS

Thirty-three patients with a variety of movement disorders have been studied
(23 during this past year). There were eight patients with torticollis, six
with tremor, three with chorea, three with spinal myoclonus/myokymia, two with
generalized dystonia, three with focal 1imb dystonia, three with tics, two with
hemifacial spasm, two with painful legs/moving toes, and one with large
fasciculation. All patients with cerebellar tremor showed remarkable
improvement as seen in videotapes and clinical rating scales. One patient with
myokymia of lower leg muscle showed significant improvement. No side effects
were noted.

CONCLUSIONS
The calcium channel blocker drug nimodipine when given at a dose of 120 mg was
effective in some patients with disabling cerebellar tremor.
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REPORT DATE: 07,/01/93 WORK UNIT # 7144
DETAIL SUMMARY SHEET

TITLE: A Controlled Efficacy Study of a Brief Multidisciplinary Brain Injury
Rehabilitation Program in Moderately Head Injured Service Members

KEYWORDS: traumatic brain injury, moderate head injury
PRINCIPAL INVESTIGATOR: Salazar, Andres COL MC

SERVICE: Neurology Service STATUS: Ongoing
APPROVAL DATE: Jul 1990

FUNDING: Current FY: $ 0 Previous F¥s: §$ 0 Total: § 0

STUDY OBJECTIVE

To determine the effectiveness and cost efficiency of a comprehensive TBI
rehabilitation program, compared to one providing only counseling and support;
to determine and quantify the short/long-term neurologic and neuropsychologic
consequences of moderate head injury in the Army and its impact on some aspects
of military performance; and to develop and test 2 relatively brief
neuropsychologic screen that is sensitive to and predictive of effects of
minor/moderate head injury. .

TECHNICAL APPROACH

Each subject will receive neurological, neuropsychological, psychiatric, and
medical rehabilitation; EEG and evoked potential, and neuroophthalmologic
testing; physical and occupational therapy; clinical psychiatry interview; and
an MRI. Following the comprehensive evaluation, patients will be randomly
assigned to one of two treatment groups. Patients will then be returned to
duty and followed.

PRIOR AND CURRENT PROGRESS

ap.oval and funding have been obtained i{iom DVA. with supplemental funding from
DOD. Personnel have been hired and trained. Evaluation instruments have been
developed, and data entry forms have been prepared. Approval for Traumatic
Brain Injury (TBI) Special Treatment Service (STS) designation at WR-!"" has
been obtained. Thirty-three patients have been randomized into the st.dy to
date; 20 during this reporting period. An additional 12 patients have
completed treatment as program patients. There was no incidence of serious or
unexpected adverse reactions. Accessions are expected to accelerate with the
new STS designation for TBI.

CONCLUSIONS
None.
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REPORT DATE: 01/08/93 WORK UNIT # 7145
DETAIL SUMMARY SHEET

TITLE: Dysesthetic Pain: A Blinded and Controlled Study of Treatment with
Capsaicin 0.075%

KEYWORDS: pain, capsaicin

PRINCIPAL INVESTIGATOR: Bolt, Jodie CPT MC
ASSOCIATES: Sinoff, Stuart MAJ MC

SERVICE: Neurology Service STATUS: Terminated
APPROVAL DATE: Dec 1990

FUNDING: Current FY: § 131 Previous FYs: § 0 Total: § 131

STUDY OBJECTIVE

To ascertain in the context of a double-blinded, placebo controlled study
whether capsaicin 0.075%, when applied topically to the skin, will alleviate or
improve burning, superficial dyse.thetic pain caused by meralgia paresthetica,
reflex sympathetic dystrophy (sympathetically maintained pain), burning
peripheral neuropathies, or other non-specified neuropathic (burning) pain.

TECHNICAL APPROACH

This is a multi-center study. Patients will be randomly enrolled into the four
groups delineated above. After an initial evaluation, patients will apply test
ointment (cream) to affected areas four times daily for a 6 week period. They
will return every 2 weeks for questioning and completion of a case report form.
Patients will complete the case report forms at specified times at home,
foregoing travel to Walter Reed every 2 weeks. These forms will be returned at
the time of the conclusion visit (6 weeks).

PRIOR AND CURRENT PROGRESS
iuss research protocol has been administrativelv terminated.

CONCLUSIONS
This research protocol has been administratively terminated.
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REPORT DATE: 12/14/92 WORK UNIT # 7146
DETAIL SUMMARY SHEET

TITLE: Investigation of Cardlac and Cerebrovascular Effects of the Diving
Reflex

KEYWORDS: diving reflex, electrocardiogram, heart rate

PRINCIPAL INVESTIGATOR: Jabbari, Bahman COL MC
ASSOCIATES: Leone, Leonard CPT MC

SERVICE: Neurology Service STATUS: Ongoing
: APPROVAL DATE: Dec 1990

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0
STUDY OBJECTIVE

To investigate the effect of sudden exposure of head and face to cold water,
with or without breath-holding, on heart rate and brain waves.

TECHNICAL APPR0ACH

Twenty asymptomatic subjects and 20 patients with brain stem lesions will be
studied. EEG, EKG and oxygen saturation will be recorded during 30 second
epochs, including baseline, cold water applied to forehead, cold water applied
to forehead and breath-holding, and Valsalva’s maneuver.

PRIOR AND CURRENT PROGRESS.

This study compared the change in heart rate resulting from breath-holding,
cold compresses to the forehead, and both in six patients (five this past year)
with well-circumscribed brain stem tumors, and in eight age-matched control
subjects (five this past year). Patients with upper brain stem tumors and
controls experienced either no change or decreased heart rate in response to
the above stimuli. 1In contrast, patients with tumors involving the
pontomedullary region experienced an increase in heart rate ‘luere was no
incidence of serious or unexpected adverse reactions.

CONCLUSIONS

This observation indicated that in humans isolated lesions involving the
pontomedullary region can disrupt pathways mediating the diving reflex and lead
to paradoxical tachycardia.

Y
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REPORT DATE: 04/22/93 WORK UNIT # 7147
DETAIL SUMMARY SHEET

TITLE: Investigation of the Localizing Value of Clinical Signs Observed During
Epileptic Seizures

KEYWORDS: epilepsy, seizure, electroencephalography
PRINCIPAL INVESTIGATOR: Jabbari, Bahman COL MC

SERVICE: Neurology Service STATUS: Ongoing
APPROVAL DATE: Apr 1991

FUNDING: Current FY: $§ 1,048 Previous FYs: § 1,744 Total: § 2,792

STUDY OBJECTIVE

To identify those clinical signs and symptoms during an epileptic seizure with
localizing value; i.e., indicating the region of the brain from which the
seizures begin. Such localizing signs are very important in clinical or
surgical management of patients with intractable seizures.

TECHNICAL APPROACH

All videotapes of selzure patients admitted to the Neurology Service over the
past 5 years will be reviewed. These tapes include both behavioral seizures
and concurrent recorded brain waves during seizures. The films will be
observed for a number of clinical signs (e.g., head turning, dystonia, etc.)
and recorded on a data sheet included in the protocol. The concurrent
electrical brain discharges will be studied in relation to the patient’s
behavioral seizures.

PRIOR AND CURRENT PROGRESS

A total of 100 tapes of seizures were reviewed on 30 patients with respect to a
clinical sign termed dystonia. Since the last reporting year, 19 tapes from 8
patients have been reviewed. Dystonia was seen in 8 of 30 (26%) patients
(average four seizures per patient). All seven patients with unilateral
dystonia demonstrated it contralateral to the discharging focus; one patient
had alternating dystonia, but the first dystonic limb was contralateral to the
area of the brain damage. Currently, the localizing value of "head turning"
during seizures is being evaluated.

CONCLUSIONS

Epileptic dystonia is an important localizing sign when it occurs during a
seizure. It points to the contralateral hemisphere as being the side of
pathology.
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REPORT DATE: 11/11/92 WORK UNIT # 7148
DETAIL SUMMARY SHEET

TITLE: Computer Modelling of Pupillary Light Reflexes

KEYWORDS: computer modelling, pupillary defects

PRINCIPAL INVESTIGATOR: Gunderson, Carl COL MC
ASSOCIATES: Rosenberg, Michael LTC MC

SERVICE: Neurology Service STATUS: Ongoing
APPROVAL DATE: Nov 1991

FUNDING: Current FY: §$ 0 Previous FYs: § 0 Total: §$ 0

STUDY OBJECTIVE

To utilize clinical and laboratory data gathered from normal subjects and
patients with afferent pupillary defects to train, test, and formulate a neural
network model of pupillary function.

TECHNICAL APPROACH

This study will review 50-100 charts of patients who have had infrared
television pupillometry (ITP) studies, either normal or abnormal, as part of
their evaluation in the Neuro-Ophthalmology Clinic.

PRIOR AND CURRENT PROGRESS

There has been very little progress to date. ITP has not been available
because the hardware, on loan from the company, has either been nonfunctional
or absent for repairs. It has returned to the Ophthalmology Clinic this month,
and pupillography-studies are now being done. It will take many months to
compile enough studies to consider setting up a neural network with the
appropriate training data.

CONCLUSIONS

Very little data has been collected, the network has not been designed, and no
conclusions can be drawn at this time.
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REPORT DATE: 07/29/93 WORK UNIT # 7149.
DETAIL SUMMARY SHEET
TITLE: Investigation of the Yield of Magnetic Motor Evoked Potentials in
Neurosurgical Disorders: Spinal Cord and Posterior Fossa Lesions and
Hydrocephalus
KEYWORDS: spinal cord, evoked potentials, magnetic stimulation

PRINCIPAL INVESTIGATOR: Jabbari, Bahman COL MC
ASSOCIATES: Osenbach, Richard MAJ MC

SERVICE: Neurology Service STATUS: Ongoing
APPROVAL DATE: Jul 1992

FUNDING: Current FY: § 0 Previous FYs: § 0- Total: § 0
STUDY OBJECTIVE

To evalusre the usefulness of magnetic motor evoked potentials as a diagnostic
test in spinal cord disorders, posterior fossa lesions, and hydrocephalus.

TECHNICAL APPROACH

This protocol is approved by FDA for enrollment of patients with spinal cord
disorders and control subjects. Fifty patients with spinal cord disorders and
30 control subjects will be recruited. The integrity of the motor system will
be evaluated by stimulating the scalp by a magnetic stimulator of 1.5 tesla
strength and recording the response from different hand and leg muscles.
Further areas of stimulation will include the posterior cervical region at C6,
Erb’s point and wrist, or popliteal fossa. Presence and absence of motor
responses as well as absolute cortical conduction time and central conduction
times will be compared with that of controls.

PRIOR AND CURRENT PROGRESS
To date, 10 patients with spinal cord disorders have been studied. Magnetic
motor evoked responses have been abnormal in 9 of 10 patients.

CONCLUSIONS

Magnetic motor evoked potential tests have been abnormal in 90% of the patients
with spinal cord disorders. This test may prove to be a valuable tool for
_evaluation of patients suspected to have spinal cord pathology.
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REPORT DATE: 09/15/93 WORK UNIT # 7150
DETAIL SUMMARY SHEET

TITLE: Investigation of the Effectiveness of Botulinum Toxin-A Against
Increased Muscle Tone

KEYWORDS: botulinum toxin-A, spasticity, rigidity
PRINCIPAL INVESTIGATOR: Jabbari, Bahman COL MC

SERVICE: Neurology Service STATUS: Ongoing
APPROVAL DATE: Sep 1992 |

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To evaluate the effectiveness of botulinum toxin-A against spasticity and
rigidicy.

TECHNICAL APPROACH
This is a double-blind crossover study of botulir'm toxin-A versus normal

saline. Patients’' degree of spasticity or rigidity will be rated prior to the
first injection by a neurologist blinded to the order of injections. If the
first injection does not produce any improvement after 2 weeks, then the second
agent will be administered. If improvements are seen within the first 2 weeks,
the second injection will be delayed for 3 months.

PRIOR AND CURRENT PROGRESS

To date, 13 patients (7 rigidity, 6 spasticity) have had completed evaluations.
All seven patients with spasticity demonstrated a significant response to
botulinum toxin-A (improvement of two or more rating steps), and five of seven
patients with rigidity also disclosed this degree of improvement. In the
rigidity group significant improvement was noted in three patients with
progressive supranuclear palsy and in two patients with Parkinson’s disease.

CONCLUSIONS

Botulinum toxin-A alleviates rigidity and spasticity in most patients with
neurological disorders. Regular administration of this drug reduces pain,
helps nursing, and facilitates physical therapy of these patients.
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REPORT DATE:"07,/07/93 WORK UNIT # 9200
DETAIL SUMMARY SHEET

TITLE: Anatomical and Functional Sequelae of Head Injuries Incurred in Vietnam

KEYWORDS: penetrating head inju:rv, post traumatic epilepsy, neuropsychological

PRINCIPAL INVESTIGATOR: Salazar, Andres COL MC

SERVICE: Neurology Service STATUS: Completed
APPROVAL DATE: Jun 1980

FUNDING: Current FY: $ 0 Previous FYs: § 6,875 Total: $ 6,875
STUDY OBJECTIVE

To examine selected veterans who received head injuries in Vietnam, plus
Vietnam veterans who received no head injuries as a control group.

TECHNICAL APPROACH

Each subject will receive a neurological exam, CT scan, speech pathology exam,
motor exam, audiology exam, electrophysiclogy battery, and neuropsychological
exam. In addition, an American Red Cross caseworker has interviewed each
subject and family to complete a field study.

PRIOR AND CURRENT PROGRESS

Inpatient phase completed as of October 1984. Contact is maintained with VHIS
subjects, and selected patients are reevaluated at WRAMC periodically. Data
analysis continues. Recent analyses have centered on return to work after
penetrating head injury. Fifty percent of our population is employed; return
to work can be predicted from analysis of neurologic and cognitive status.
Additional data analysis will continue for many years, but new patient
examinations are not contemplated under this protocol. Thus, formal
termination of this protocol is requested.

CONCLUSIONS

The VHIS database represents an invaluable asset on computer tape and
microfiche that will continue to provide room for analysis for years to come.
While many of the questions posed in the original protocol have already been
answered, new and often more exciting questions have arisen and will continue
to arise as investigators explore the data.
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REPORT DATE: 12/16/92 WORK UNIT # 7521
DETAIL SUMMARY SHE.T

TITLE: Pregnancy Attitudes, Ambivalence and Symptom Distress

KEYWORDS: pregnancy attitudes, ambivalence, symptom distress

PRINCIPAL INVESTIGATOR: Rich, Irene LTC AN

DEPARTMENT: Department of Nursing STATUS: Ongoing
APPROVAL DATE: Dec 1990

FUNDING: Current FY: $ 0 Previous FYs: $ 0 Total: $ 0

STUDY OBJECTIVE

To develop and test a seif-report questionnaire which measures levels of
ambivalence and general pregnancy attitudes of women during pregnancy; and to
explore the relationships between psychological symptom distress, ambivalence.
and general pregnancy attitudes during the trirmesters of pregnancy.

TECHNICAL APPROACH
Women in the Obstetric Clinic will be sent study questionnaires in a prepaid
mailer.

PRIOR AND CURRENT PROGRESS

Data collection is complete. Data analysis of the quantitative portion of the
study is complete. Qualitative data analysis is nearly complete. It is
anticipated that this work will be complete and an article prepared for
publication by March 1993.

CONCLUSIONS

The Pregnancy Questionnaire is an 86-item instrument with coefficient alphas of
0.97 for the reneral pregnancy scale and 0.98 for the ambivalence scale. The
tool is appropriate for use in research where pregnancy attitudes and
ambivalence are of interest.
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REPORT DATE: 02/19/93 WORK UNIT # 7522
DETAIL SUMMARY SHEET

TITLE: A History of Walter Reed Army Medical Center: 1909-1990

KEYWORDS: medical history, WRAMC

PRINCIPAL INVESTIGATOR: Sarnecky, Mary LTC AN

DEPARTMENT: Department of Nursing STATUS: Completed
APPROVAL DATE: Feb 1991

FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To produce an accurate, upqto-date, scholarly history of Walter Reed Army
Medical Center.

TECHNICAL APPRDACH

This study used the historical methodology. A problem statement, conceptual
framework, and study questions will be articulated. Data will be collected and
assessed for validity and reliability. The data will be organized, integrated,
analyzed, and synthesized as well. A research report will be written, and a
manuscript will be prepared and submitted for publication. No modifications to
the approach specified in the original protocol have been employed.

PRIOR AND CURRENT PROGRESS
This study is now complete. The research report has been written and all
research is complete.

CONCLUSIONS

Findings reveal that Walter Reed Army Medical Center has had an illustrious
history; consistently a premier institution in the vanguard of scientific
advances. WRAMC's contribution to both military and civilian medicine has been
significant.
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REPORT DATE: 04/05/93 WORK UNIT # 7523
DETAIL SUMMARY SHEET

TITLE: Families Coping with Combat Injury

KEYWORDS: family coping, combat injury

PRINCIPAL INVESTIGATOR: Reeder, Jean LTC AN
ASSOCIATES: Tijerina, Maria LTC AN; Swartz, Ann MAJ AN

DEPARTMENT: Department of Nursing STATUS: Completed
APPROVAL DATE: Mar 1991

FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To describe the family-related, patient-related, and injury-related variables
to determine how they influence the way that families cope with combat injury.

TECHNICAL APPROACH

Data were collected three times from two family members of combat injured
soldiers hospitalized at WRAMC: (1) within 1 week after the family arrived at
WRAMC to visit the injured family member; (2) 1 month after the -ompleted the
first questionnaire; and (3) 1 year following administration of che first
questionnaire. Families were asked to complete four questionnaires that
measured: family coping, family perception of the injury event, family member
perceived stress, and family "pile-up"” of the file events.

PRIOR AND CURRENT PROGRESS

Data collection on this longitudinal study is complete. Due to significant
attrition of subjects from n=25 to n=6, consultation was sought to revise data
analysis, which is nearly complete. There were no serious and/or unexpected
adverse reactions; however, the family members who resnonded on round 3 had
anger, resentment, and frustration with respect to support provided to their
injured family member.

CONCLUSIONS

Family coping strategies are modified over time from the beginning of a combat
injury trajectory to a year later. Emotional symptoms of perceived stress
attenuate over time. Family life events change among some respondents,
typically increasing over time. Findings should not be generalized to all
combat injured families because of the small sample size.
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REPORT DATE: 04/12/93 WORK UNIT # 7525
DETAIL SUMMARY SHEET

TITLE: Determinants of Effective Coping and Adaptation Among Army Medical
Department Soliders During Operation Desert Storm

KEYWORDS: adaptation, coping, causal models

PRINCIPAL INVESTIGATOR: Gurney, Cynthia LTC AN
ASSOCIATES: Biskey, Valerie COL AN; Sarnecky, Mary LTC MC

DEPARTMENT: Department of Nursing STATUS: Ongoing
APPROVAL DATE: Apr 1991

FUNDING: Current FY: § 0 Previous F¥s: $ 29 Total: § 29

STUDY OBJECTIVE

To identify determinants of effective coping and adaptation to the combat
environment for Army Medical Department personnel. Through this, the AMEDD may
design training, policy, and instructions that will ease the transition to
combat in future conflicts.

TECHNICAL APPROACH

A questionnaire will be mailed to survey Army Medical Department soldiers
(officer and enlisted, active duty and reserve components) who served in
Southwest Asia during the Gulf War. US Army Personnel Information Command
(PERSINSCOM) will provide the data base from which to sample this population.
Following data collection, statistical analysis will include descriptive
statistics, factor analysis, multi-group analysis, and, finally, causal
modeling using path analysis. A total of approximately 2800 enlisted and 2500
officer personnel will be sampled.

PRIOR AND CURRENT PROGRESS

Over the past year, 1,310 usable responses we.e returned. The quantitative and
qualitative data have been separated. Scan sheets have been read, and files of
raw data and the data element have been created. Descriptive statistics are
now available. A plan has been prepared for analyzing the qualitative data.
Based on preliminary data entry, over 600 pages of qualitative data will be
available for content analysis.

CONCLUSIONS
This is an ongoing study; no conclusions have been reached yet.
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REPORT DATE: 07/12/93 WORK UNIT # 7526
DETAIL SUMMARY SHEET

TITLE: The Effect of a Self Learning Module for Cancer Pain Management on
Nurses’' Knowledge, Interventions, and Pain Relief for Cancer Patients

KEYWORDS: pain, knowledge, intervention

PRINCIPAL INVESTIGATOR: Petrov, Jean RN MS
ASSOCIATES: Reeder, Jean COL AN

DEPARTMENT: Department of Nursing STATUS: Ongoing
APPROVAL DATE: Jul 1991

FUNDING: Current FY: § 946 Previous FYs: $ 0 Total: $§ 946

STUDY OBJECTIVE

To test the effectiveness of a nursing self-learning module for cancer pain
management on: nurses’ knowledge of cancer pain management, nurses’
interventions for pain, and patients’ pain relief.

TECHNICAL APPROACH

An experimental pretest/posttest design will be used to compare the effect of
the self-learning module (SLM) on pain management knowledge of two groups of
nurses from six wards. Wards will be matched according to nurse demographic
and pretest data, then randomized for nurses to receive the treatment (SLM) or
not. The effect of the SIM on nurse interventions and pain relief will be
determined by the accrual of two 20 patient sets (pre and post use of SIM).
Interventions will be taken from nursing docurmentation, and pain relief will be
recorded from patient use of visual analogue scales to measure pain intensity.

PRIOR AND CURRENT PROGRESS

Nurse knowledge data collection was completed by July 1992; 42 nurses (21 in
each grov)) were enrolled. Data collection had also been completed on the
pre-SIM set of 20 patients by July 1992. Recruitment for the post-SIM set of
patients was completed this past year with the addition of two patients; total
enrollment has been 42 (21 in each group). One patient in each group was not
used in the data analysis due to lack of pain intensity data and nurse
intervention data. There were no serious or unexpected adverse reactions.
Pain intensity scores were lower (mean scores after scores were averaged for
each patient), and patients may have benefited from the knowledge they gained
by participating. A manuscript is being written.

CONCLUSIONS

Nurses who received the SIM showed significantly greater improvement in test
scores (15 +/- 8.2) compared to control nurses (-0.4 +/- 5.8), t=-6.98,
p=0.00005. There were no significant differences in number of interventions
per patient per day as monitored for each group. Pre- and post-SIM scores were
2.35 +/- 1.41 and 2.79 +/- 1.52, respectively. Pain intensity was
significantly lower after PRN medications were given for post SLM patients.
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REPORT DATE: 01/25/93 WORK UNIT # 7527
DETAIL SUMMARY SHEET

TITLE: Use of an Indwelling Peripheral Catheter for 3-S5 Days Sequential
Chemotherapy Doses in the Outpatient Setting

KEYWORDS: peripheral IV catheters, Heplocks, sequential chemotherapy
PRINCIPAL INVESTIGATOR: Shotkin, Jane RN

DEPARTMENT: Department of Nursing STATUS: Ongoing
APPROVAL DATE: Jan 1992

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To observe the efficacy and safety of placing peripheral intravenous catheters
in outpatients for 3-5 days while receiving daily doses of chemotherapy.

TECHNICAL APPROACH

A #22 gauge lusyte catheter will be inserted into either rorearm of the patient
and Heplocked. This catheter will be used daily to administer chemotherapy for
a period of 3-5 days. The condition of the IV site and the ability to use the
Heplock are charted daily. ;

PRIOR AND CURRENT PROGRESS

Thirty-three of the 100 patients scheduled to be in this study have been
entered to date. No serious or unexpected adverse reactions have been noted.
Data has not been compiled.

CONCLUSIONS
No conclusions.
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REPORT DATE: 07/22/93 . WORK UNIT # 7528
DETAIL SUMMARY SHEET

TITLE: Evaluation of Care Cuisine Software

KEYWORDS: dietary behavior, software program, cancer

PRINCIPAL INVESTIGATOR: Jacobs, Mark MA

DEPARTMENT: Department of Nursing STATUS: Completed
APPROVAL DATE: Jun 1992

FUNDING: Current FY: § 0 Previous FYs: §$ 0 Total: § 0

STUDY OBJECTIVE
CARE CUISINE is a Cancer Risk Reduction Education software program which

focuses on how to learn low-fat, high-fiber eating habits that according to the
National Cancer Institute may reduce the risk of developing certain cancers.
This study will evaluate the effectiveness ~f CARE CUISINE.

TECHNICAL APPROACH

Fat and fiber intakes will be measured by using a Self-Reported Dietary
Assessment program. This is a software program using a questionnaire format
whereby an individual utilizes a computer keyboard to enter information
concerning one’s dietary behavior.

PRIOR AND CURRENT PROGRESS

Fifty-three participants filled out the initial application form. Forty-two
completed the Self-Reported Dietary Assessment (SRDA). Fifty started the
initial session. Thirty-four completed both the SRDA and the entire seven
sessions. Therefore, the diets of 34 participants were assessed before and
after CARE CUISINE intervention using a repeated measures design. Those
individuals with baseline intakes of more than 30% of calories from fat
decreased their intakes from a mean of 37.5% to 27.3% after intervention.
Individuals with fiber intakes of less than 20 grams per day increased from a
mean of 14.4 to 21.4 grams.

CONCLUSIONS

Changes in fat and fiber consumption were found to be statistically significant
in the appropriate direction; i.e., a decrease in fat and an increase in fiber
intake, including impressive results when dietary changes were analyzed
separately for individuals who had not met the dietary guidelines before
intervention,
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REFORT DATE: 07/14/93 WORK UNIT # 9304
DETAIL SUMMARY SHEET

T1ITLE: The Effect of Altered Meal Patterns on Dietary Intake of Nurses

KEYWORDS: shift work, nurses, meal patterns

PRINCIPAL INVESTIGATOR: Reed, Judith LTC SP
ASSOCIATES: Reeder, Jean LTC MC

SERVICE: Nutrition Care Directorate STATUS: Completed
APPROVAL DATE: Jul 1992

FUNDING; Current FY: § 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To determine the association of shift work on nurses’ nutrient intake, meal
patterns, satisfaction with work schedule, and perception of personal health.

TECHNICAL APPROACH

Nurses who work day, evening, night, and rotating shifts will be included and
asked to complete a survey. Dietary recall data will be analyzed statistically
using NOVA and chi square to evaluate differences among the four shift groups:
day, evening, night, and rotating.

PRIOR AND CURRENT PROGRESS

Data collection began July 1992 and was completed in October 1992. Statistical
analysis was completed in February 1993. The results are currently being
compiled for publication.

CONCLUSIONS .

Statistically significant differences were found among the groups on both
satisfaction with personal health and with personal work schedule. No
startistically significant differences were found in nutrient intake.




REPORT DATE: 06,/01/93 WORK UNIT # 4262
DETAIL SUMMARY SHEET

TITLE: A Multicenter Randomized Trial of Adjuvant Cisplatin/Bleomycin Plus
Whole Pelvis Irradiation Vs. Cisplatin/Bleomycin Alone in High Risk
Stage IB and IIA Carcinoma of the Cervix

KEYWORDS: carcinoma, cervix

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
APPROVAL DATE: May 1988

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

a) To evaluate the effect of adjunctive pelvic irradiation added to adjunctive
chemotherapy for high risk Stage IB and IIA cervical cancer as measured by
progression-free interval and survival; and U, To compare the relative
toxicities of two regimens with respect to serious complications and/or side
effects.

TECHNICAL APPROACH

To be eligible, patients must have had a radical hysterectomy with pelvic and
para-aortic lymphadenectomy for Stage IB or IIA cervical carcinoma. They must
have one or more of the following poor prognostic signs: nodal metastasis,
parametrial involvement, positive surgical margin, tumor diameter greater than
4 cm, deep cervical invasion, adenocarcinoma, adenosquamous carcinoma, or small
cell histologic type. Patients are randomized to receive postoperative
chemotherapy alone or chemotherapy plus pelvic irradiation.

PRIOR AND CURRENT PROGRESS

To date, 72 patients have been entered into this study; none this past year.
Walter Reed has entered eight patients. No significant toxicity has been
reported thus far.

CONCLUSIONS
Too early.
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REPORT DATE: 01/76/93 WORK UNIT # 4304
DETAIL SUMMARY SHEET

TITLE: Evaluation of Inflammatory Pap Smears

KEYWORDS: pap, inflammation

PRINCIPAL INVESTIGATOR: Farley, John CPT, MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
APPROVAL DATE: Jan 1992

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $
STUDY OBJECTIVE

To determine whether inflammatory pap smears predict cervical dysplasia and if
they can be treated clinically.

TECHNICAL APPROACH

Patients with inflammatory pap smears will be treated expectantly with
antibiotics, sulfa cream, or culture. Pap smear w..l be repeated after
treatment. If inflammation persists, colposcopy will be performed. Another
pap smear will be obtained 1 year following the original one.

PRIOR AND CURRENT PROGRESS
Sixty-four patients have been enrolled, to date, without adverse reactions.
Preliminary data reveals no difference between treatment approaches.

CONCLUSIONS
Ongoing determination.
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REPORT DATE: 04/14/93 WORK UNIT # 4306
DETAIL SUMMARY SHEET

TITLE: GOG 132 A Phase IIIl Randomized Study of Cisplatin Versus Taxol Versus
Taxol and Cisplantin in Patients with Suboptimal Stage III and Stage IV
Epithelial Ovarian Carcinoma

KEYWORDS: cisplatin, Taxol, ovarian
PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
APPROVAL DATE: Apr 1992

FUNDING: Current FY: $ 0 Previous FYs: $ 0 Total: $§ 0

STUDY OBJECTIVE

To determine the relative efficacy, survival, and toxicities of
chemotherapeutic regimens consisting of cisvlatin versus Taxol versus a
combination of both drugs in patients with suboptimally debulked Stage III and
IV epithelial ovarian cancer.

TECHNICAL APPROACH

After complete staging surgery, patients are randomized to receive six courses
of cisplatin or Taxol or cisplatin and Taxol. Following therapy, if the
patient is clinically free of disease, surgical reassessment will be performed.

PRIOR AND CURRENT PROGRESS

A total of 252 patients have been entered on this nrotocol from all GOG
institutions. WRAMC has entered four patients. Patient accrual is ongoing as
of April 1993.

CONCLUSIONS
Too early.
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REPORT DATE: 06/11/93 WORK UNIT # 4307
DETAIL SUMMARY SHEET

TITLE: The Role of the P53 and Rasw Oncogenes in the Development of Malignant
and Premalignant Lesions of the Female Genital Tract

KEYWORDS: p53 gene, Ras gene, gynecologic cancers
PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
APPROVAL DATE: May 1992

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the incidence of p53 and Ki-ras gene mutations in a series of
gynecologic neoplasms which span a clinicophathologic spectrum ranging from
benign to malignant.

TECHNICAL APPROACH

Cases for analysis will be selected after review of clinical records. Paraffin
embedded tissues will be obtained. The blocks will then be sectioned and
reviewed histologically. DNA will then be extracted from a tissue section and
analyzed for the presence of mutation of the p53 and Ki-ras genes using
polymerase chain reaction, design RFLP analysis, PCR/SSCP, and DNA sequencing.

PRIOR AND CURRENT PROGRESS

To date, no patients from WRAMC have been accrued to this study. A parallel
study conducted by the PI has recently been completed at NNMC. In this study
20 ovarian cystadenomas, 20 low malignant potential (LMP) tumors of the ovary,
and 23 ovarian carcinomas were analyzed. Based on the pattern of mutations
identified, LMP tumors do not appear to be precursor lesions of ovarian cancer,
but instead may be separate biologic entities.

CONCLUSIONS

Low malignant potential tumors of the ovary are distinct from ovarian
carcinoma. Further study of these tumors, as well as other gynecologic
neoplasms, is planned. Accrual of WRAMC cases in 1993 is anticipated.
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REPORT DATE: 01/11/93 WORK UNIT # 4113
DETAIL SUMMARY SHEET

TiTLE: Cooperative Gynecologic Oncology Group

KEYWORDS: gynecologic, oncology, group

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymecologic Oncology Group APPROVAL DATE: Jan 1974
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE

Walter Reed section of Gymecologic Oncology is involved with the . nationally
organized Gynecologic Oncology Group, consisting of 40 major medical centers in
the country who are interested in the area of gy-ecologic tumors and the
treatment of gynecologic cancer. The GOG is recognized and funded through the
National Cancer Institute.

TECHNICAL APPROACH

Walter Reed is active in approximately 40 GOG protocols. Presently, there are
60 protocols that are either active or continue to provide significant data.
These protocols involve treatment of ovarian carcinoma, cervical carcinoma,
adenocarcinoma of the endometrium, uterine sarcoma, vulvar carcinoma, and
gestational trophoblastic disease.

PRIOR AND CURRENT PROGRESS

Approximately 832 patients have been entered intec GOG protocols from Walter
Reed. There have been 34 patients entered since the last report. Since this
is a Master Protocol, information about possible serious or unexpected adverse
reactions will appear in the individual study APR's.

CONCLUSIONS
Detailed in individual reports.
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REPORT DATE: 03/31/93 WORK UNIT # 4163
DETAIL SUMMARY SHEET

TITLE: GOG 26C: A Phase II Trial of Cis-platinum in the Treatment of Advanced
Gyn Cancer

KEYWORDS: cis-platinum, diaminedichloroplatinum, gynecologic cancer

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS:. Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Mar 1979
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To determine the efficacy of cis-platinum in the treatment of advanced or
recur_en* gynecologic cancers. A rejection type design will be used involving
the fixed sample size of 25 disease patients per disease site per drug or drug
use in the study. The design allows replacement of ineffective regimens by
newer agents or combinations.

TECHNICAL APPROACH

Cis-platinum appears to exert its cytotoxic action by cross-linking DNA and
thus acting in a manner similar to the bifunctional alkylating agents. It has
demonstrated activity in animal studies against transitiomal cell carcinoma in
mice. Toxicity in animals reveals myelosuppression, lymphoid atrophy,
hemorrhagic enterocolitis, renal tubular necrosis, and cochlear damage, as well
as some degree of immunosuppression.

PRIOR AND CURRENT PROGRESS
There have been 595 patients entered into this prot---1 for the entire GOG; (22
during the past year); 10 have been entered from WRAMC (3 during the past
year). This protocol is closed to patients with squamous and nonsquamous cell
carcinoma of the cervix, epithelial ovarian carcinoma, uterine sarcomas,
endometrial adenocarcinomas, vaginal carcinomas, vulvar carcinomas, and
first-line uterine sarcomas and endometrial adenocarcinomas. There has been
one grade &4 renal toxicity, one grade 4 neurotoxicity, and one grade 4 GU
toxicity.

a

CONCLUSIONS

Cis-platinum is active as first-line therapy in cervical squamous cell
carcinoma, endometrial cancer, and mixed uterine mesosdermal sarcomas, and as
second-line therapy in advanced ovarian adenocarcinoma, and uterine mixed
mesodermal sarcoma; it may have limited activity treating cervical
adenocarcinomas. It is inactive as first- or second-line therapy for uterine
leiomyosarcomas, and seems inactive as first- or second-line therapy in
endometrial and vulvar carcinomas.
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REPORT DATE: 04/15/93 WORK UNIT # 4187
DETAIL SUMMARY SHEET

TITLE: GOG 26N: A Phase II Trial of Dihydroxyanthracenedione (DHAD) in
Patients with Advanced Pelvic Malignancies

KEYWORDS: dihydroxyanthracenedione, pelvic malignancies

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert COL MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymecologic Oncology Group APPROVAL DATE: Apr 1981
FUNDING: Current FY: § . 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the efficacy of dihydroxyanthracenedione (DHAD) in treating

patients with advanced pelvic malignancies.

TECANICAL APPROACH
Patients with histologically-confirmed advanced, recurrent, persistent,
metastatic, or local gynecologic cancer with documented disease progression are

eligible.

PRIOR AND CURRENT PROGRESS

A total of 191 patients have been entered from the entire GOG; 1 from WRAMC.

No new patients have been enrolled this past year. It is currently closed to
squamous and non-squamous cancer of the cervix, cancer of the vulva and vagina,
epithelial ovarian carcinoma, adenocarcinoma and adenosquamous carcinoma of the
uterus, and leiomyosarcomas and mixed mesodermal tumors of the uterus. There
has been only one grade 4 hematologic toxicity.

CONCLUSIONS

The data includes minimal activity with DHAD in patients with ovarian cancer
who have previously received doxorubicin. In patients with previously treated
advanced carcinoma of the cervix, this drug also shows minimal activity.
Patients with non-squamous carcinoma of the cervix, endometrium, vulva, and
vagina, and uterine sarcomas, likewise have minimal response to DHAD.
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REPORT DATE: 01,/22/93 WORK UNIT # 4203
DETAIL SUMMARY SHEET

TITLE: GOG 26Q: A Phase Il Trial of Aminothiadiazole in Patients with
Advanced Pelvic Malignancies

KEYWORDS: aminothiadiazole, pelvic malignancies

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jan 1983
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: §

STUDY OBJECTIVE
To determine the efficacy of aminothiadiazole in treating advanced pelvic
malignancies (a Phase II ctrial).

TECHNICAL APPROACH

Aminothiadiazole (A-TD) will be administered at a dose of 125 mg/m2 IV per
week. All patients will continue to receive A-TD until progression of disease
is documented or adverse effects prohibit further therapy.

PRIOR AND CURRENT PROGRESS

There has been a total of 159 patients accrued by the GOG; 8 have been accrued
this past year. One patient has been entered by Walter Reed. The protocol
currently is closed for epithelial ovarian cancer, squamous cell cancer of the
cervix, non-squamous cell cancer of the cervix, endometrial adenocarcinoas,
leiomyosarcomas, and mixed mesodermal tumors of the uterus. There have been
two grade 4 hematologic toxicities reported.

CONCLUS . ONS

Aminothiadiazole used in this dose and schedule has minimal activity in
previously treated patients with ovarian carcinoma and squamous cell carcinoma
of the cervix, non-squamous cell carcinoma of the cervix, and endometrial
adenocarcinoma.
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REPORT DATE: 06,/01/93 WORK UNIT # 4212
DETAIL SUMMARY SHEET
TITLE: GOG 72: Ovarian Tumors of Low Malignant Potential: A Study of the
Natural History and a Phase II Trial of Melphalan and Secondary
Treatment with Cisplatin in Patients with Progressive Disease

KEYWORDS: ovary, malignant, potential

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: May 1984
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate the biologic behavior of ovarian tumors of low malignant potential:
to evaluate the effectiveness of chemotherapy against this disease (initially a
Phase 11 study of melphalan); and to evaluate the response rate to cisplatin in
melphalan failures.

TECHNICAL APPROACH

All patients with ovarian tumors considered to have a pathologic classification
of low malignancy potential by a study reference pathologist will be eligible.
Patients must have undergone adequate surgical staging procedures. Patients
may have any stage of disease (from I1-1V).

PRIOR AND CURRENT PROGRESS

There have been 477 patients entered into this study; 417 of whom are
evaluable. Walter Reed has entered 26 patients. No significant toxicities
have been repo~-<d among the patients treated. This protocol was closed to
patient entry in March 1992.

CONCLUSIONS
Too early.
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REPORT DATE: 07/21/93 WORK UNIT # 4225
DETAIL SUMMAR/ SHEET
TITLE: GOG 71: Treatment of Patients with Suboptimal (Bulky) Stage IB
Carcinoma of the Cervix: A Randomized Comparison of Radiation Therapy

Vs. Radiation Therapy plus Adjuvant Extrafascial Hysterectomy, Phase
I11

KEYWORDS: suboptimal, carcinoma, cervix

FRINCIPAL INVESTIGATOR: Teneriello, Michae' LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics . _ 7 necology STATUS: Ongoing
SERVICE: GCynecologic Oncology Group APPROVAL DATE: Jul 1985
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate the role of adjunctive extrafascial hys®nrectomy in the treatment

of suboptimal Stage I-B carcinoma of the cervix with negative par-a-aortic and

high common {liac nodes. Evaluation of the survival and pattern ot failure in
suboptimal Stage I-B cancer.

TECHNICAL APPROACH

Patients with untreated, histologically confirmed Stage I-B barrel carcinoma of
the cervix will undergo evaluation of para-aortic or high common illac nodes by
CT, lymphangiogram, or sonogram. If the nodes are suspicious or positive, they
will be evaluated by surgery or fine needle aspiration. If surgically or
cytologically negative or negative by extrinsic evaluation, the patient will be
randomized to receive radiation alone or radiation followed by extrafascial
hysterectomy.

PRIOR AND CURRENT PROGRESS

To date, 282 patients have been entered into this protocol by the entire GOG;
Walter Reed has entered 10 patients. There have been five grade 4
gastrointestinal toxicities. Of the other four grade 4 toxicities, one was
urinary, one was neurologic, and two were cardiovascular. This protocol was
closed to patient entry in November 1991. Two patients are currently being
followed on this protocol.

CONCLUSIONS
Too early.
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REPORT DATE: 04/14/93 WORK UNIT # 4229
DETAIL SUMMARY SHEET

TITLE: GOG 86A: Master Protocol for Phase II Drug Studies in Treatment of
Advanced or Recurrent Carcinoma of the Endometrium

KEYWORDS: advanced, carcinoma, endometrium

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Apr 1986
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: $

STUDY OBJECTIVE

This study seeks to identify additional active agents for treating advanced or
recur’:nt endometrial adenocarcinoma by studying single new drugs in patients
with this disease who have not been previously exposed to chemotherapy.

TECHNICAL APPROACH

Patients must have histologically confirmed advanced, persistent, or recurrent
endometrial carcinoma with documented disease progression after local therapy.
All patients must have measurable disease. Patients must have failed local
therapeutic measures or must be considered incurable with local therapy.

PRIOR AND CURRENT PROGRESS
GOG #86 is a master protocol. Please see the individual protocols for further
information.

CONCLUSIONS
See individual protocols for further information.
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REPORT DATE: 05/28/93 WORK UNIT # 4231
DETAIL SUMMARY SHEET

TITLE: GOG 87A: Master Protocol for Phase II Drug Studies in the Treatment of
Recurrent or Advanced Uterine Sarcomas

KEYWORDS: advanced, uterus, sarcoma

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Rotert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: HMay 1986
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To allow the best possible chance for a new cytotoxic agent to demonstrate
activity, t“is study constitute: a Phase II disign .n a population of patients
who have had no prior drug therapy.

TECHNICAL APPROACH

To treat an average sample size of 30 patients per drug studied for each of the
following cell categories: mixed mesodermal tumor, leiomyosarcoma, and other
sarcomas. Patients will have histologically confirmed advanced, persistent, or
recurrent uterine sarcoma with documented disease progression after appropriate
local therapy. Each patient will receive a chemotherapeutic regimen as
outlined in each segment of the protocol.

PRIOR AND CURRENT PROGRESS

Groupwide there have been 92 patients entered into GOG 87-B (6 from WRAMC), and
79 (1 from WRAMC) patients have been entered into GOG 87-C. Grade 4 adverse
<ffects for 87-B include one thrombocytopenia, six granu! _ytopenias, two
neurotoxicities, nine leukopenias, and one anemia. There has been one death
related to therapy. The grade 4 adverse effects for 87-C include two
leukopenias and six neutropenias. Protocol 87-B was closed for mixed
mesodermal tumors in March 1988 and for leiomyosarcomas in June 1989. Protocol
87-C was closed for mixed mesodermal tumors in July 1989 and for
leiomyosarcomas in May 1991.

CONCLUS IONS
See individual protocols.
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REPORT DATE: 05/28/93 WORK UNIT # 4232
DETAIL SUMMARY SHEET

TITLE: GOG 87B: A Phase 1I Trial of Ifosfamide and the Uroprotector, Mesna,
in the Treatment of Recurrent or Advanced Uterine Sarcomas

KEYWORDS: ifosfamide, Mesna, sarcoma

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymnecologic Oncology Group APPROVAL DATE: May 1986
FUNDING: Current FY: § 0 Previous FYs: § 0] Total: § 0

STUDY OBJECTIVE

This study is designed to allow the best possible chance for a new cytotoxic
agent to demonstrate activity, constituting a Phasa II design in a population
of patientcs who have had no prior drug therapy. The study design will involve
treating an average sample size of 30 evaluable patients with ifosfamide for
each of the following cell type categories: mixed mesodermal tumor,
leiomyosarcoma, and other sarcomas.

TECHNICAL APPROACH

Patients will have histologically confirmed advanced, persistent, or recurrent
uterine sarcoma with documented disease progression after appropriate local
therapy. Each patient will receive ifosfamide and Mesna for five days every &4
weeks until disease progression or adverse eff.cts prohibit further therapy.

PRIOR AND CURRENT PROGRESS

There have been 92 patients entered into this protocol for the entire GOG;
(none during thi< ~ast year); 86 of whom are evalurhle. WRAM has entered six
patients  none this past year). GOG reports grade &4 toxicities as follows:
nine leukopenia, one thrombocytopenia, six granulocytopenia, two neurotoxic,
and one anemia.

CONCLUSIONS
Ifosfamide/Mesna may be the most active single agent therapy for advanced mixed
mesodermal tumors of the uterus.
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REPORT DATE: 08/19/93 WORK UNIT # 4234
DETAIL SUMMARY SHEET

TITLE: GOG 26U: A Phase II Trial of Ifosfamide and the Uroprotector, Mesna,
in Patients with Advanced Pelvic Malignancies

KEYWORDS: ifosfamide, Mesna, malignancy

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Aug 1986
FUNDING: Current FY: § 0 Previous F¥Ys: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the efficacy of chemotherapeutic agents in patients whose advanced
malignancies have been resistant to higher priority methods of treatment. A
"rejection”-type design will be used involving a fixed sample size of 25
patients per disease site per drug or combination of drugs studied.

TECHNICAL APPROACH

Ifosfamide, like cyclophosphamide, requires activation by a hepatic microsomal
NADPH-dependent mixed-function oxidase system. A bi-ability to crosslink and
fragment DNA is produced. Mesni has been shown to acceptably reduce the
urothelial toxicity of ifosfamide in several European studies. All patients
must have biopsy proven advanced pelvic malignancy to be eligible.

PRIOR AND CURRENT PROGRESS

The entire GOG has entered 219 patients into this study; Walter Reed has
entered 5 patients. There have been 13 grade 4 toxicities for ovarian sarcoma:
5 leukoper..a, 5 granulocytopenia, 1 thrombocytopenia, 1 renal, ar4 1 anemia.
For nonsquamcus cell carcinoma there have been I grade 4 .oxicities: 1
thrombocytopenia, 6 granulocytopenia, 1 GU, and 1 alopenia. For carcinoma of
the endometrium, there have been 16 grade 4 toxicities: 4 thrombocytopenias,
10 granulocytopenias, 1 neurotoxicity, and 1 bronchospasm.

CONCLUSIONS

Ifosfamide is an active Phase II drug in relapsed epithelial ovarian carcinoma,
although neurotoxicity is a limiting factor in this patient population.
Ifosfamide possesses minimal activity in previously treated squamous cell
carcinoma of the cervix.
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REPORT DATE: 03/13/93 WORK UNIT # 4244

DETAIL SUMMARY SHEET
TITLE: GOG 90: Evaluation of Cisplatin, Etoposide and Bleomycin (BEP)

Induction Followed by Vincristine, Dactinomycin and Cyclophosphamide
(VAC) Consolidation in Advanced Ovarian Germ Cell Tumors, Phase 11

KEYWORDS: ovarian, germ cell, tumors

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymecologic Oncology Group APPROVAL DATE: Mar 1987
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To evaluate the effect of induction chemoth. . apy with cisplatin plus etoposide
plus bleomycin (BEP), followed by consolidation with vincristine plus
dactinomycin plus cyclophosphamide (VAC) in previously untreated patients with
advanced ovarian germ cell tumors.

TECHNICAL APPROACH

Eligible patients include those with histologically confirmed malignant germ
cell tumors of the ovary who have incompletely resected Stage II, III, or IV
disease. Patients who have previously received pelvic radiation therapy will
be eligible, but the initial dose of etoposide will be reduced 20%.

PRIOR AND CURRENT PROGRESS

To date, 75 patients have been entered into this protocol by all GOG member
institutions; 8 this past year. Walter Reed has entered no patients. There
have been 43 grade 4 episodes of granulocytopenia, 25 episodes of grade &
leukopenia, 6 episodes of thrombocytopenia, 3 episodes of grade & GI reactions,
1 dermatologic grade 4 reaction, and 1 grade 4 allergic reaction.

CONCTUSIONS
Too early.
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REPORT DATE: 06/11/93 . WORK UNIT # 4247
DETAIL SUMMARY SHEET
TITLE: GOG 95: Randomized Clinical Trial for the Treatment of Women with
Selected Stage IC and II (A,B,C) and Selected Stage IAi and IBi{ and
IAii and IBiil Ovarian Cancer, Phase III

KEYWORDS: randomized, ovarian, cancer

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert COL MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynmecologic Oncology Group APPROVAL DATE: May 1987
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

This study seeks to compare the- progression-fre- interval and overall survival
between P32 and a combination of cyclophosphamide and cisplatin for patients
with early ovarian cancer and to determine the patterns of relapse for each
form of therapy.

TECHNICAL APPROACH

All patients must have a histopathologic diagnosis of epithelial ovarian cancer
of each histologic cell type: serous mucinous; others include endometricid,
transitional mesonephroid (clear cell), adenocarcinoma (endometriocid with
squamous metaplasia), mixed epithelial, and unclassifiable (undifferentiated).

PRIOR AND CURRENT PROGRESS

As of July 1993, the entire GOG has entered 223 patients (43 since July 1992);
182 are currently evaluable. Since the protocol began, WRAMC and its affiliate
institutions have entered 15 patients (5 during the past year); 5 have been
treated at WRAMC (1 during the past year). WRAMC patients (four on P32 and one
on chemotherapy; have experienced no adverse reactions, serious toxicity, or
deaths. As of July 1993, the GOG has administered over 364 treatment cycles
(P32 and chemotherapy combined) which have resulted in 45 grade 4 neutropenic
episodes, 3 grade 4 thrombocytopenias, and 1 grade 4 GI toxicity. Two patients
experienced small bowel perforation during P32 administration. There have been
no treatment related deaths. This protocol remains open for patient accrual.

CONCLUSIONS
Too early.
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REPORT DATE: 06/17/93 WORK UNIT # 4251

DETAIL SUMMARY SHEET

TITLE: GOG 26W: A Phase II Trial of Echinomycin in Patients with Advanced
Pelvic Malignancies

KEYWORDS: echinomycin, pelvic malignancies

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Completed
SERVICE: Gymecologic Oncology Group APPROVAL DATE: Jun 1987
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE
To determine the efficacy of echinomycin in the treatment of advanced or
recurrent pelvic malignancies.

TECHNICAL APPROACH

Eligible patients include those who have histol.gically confirmed recurrent or
metastatic gynecologic-cancer which is refractory to curative therapy or
established treatments. All patients must have measurable disease.

PRIOR AND CURRENT PROGRESS

To date, the entire GOG has entered 101 patients into this study (none this
past year). Walter Reed has entered four patients. There has been one grade 4
GI adverse effect reported. This study has been closed to patient accrual
since November 1992.

CONCLUSIONS

Echinomycin displays minimal activity in patients with squamous cell carcinoma
of the cervix, and nonsquamous carcinoma of the cervix, ~~4 in patients with
ovarian epithelial carcinoma, nonsquamous carc‘-oma of the cervix, and
carcinoma of the endometrium who have had prior chemotherapy.
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REPORT DATE: 07/21/93 WORK UNIT # 4254
DETAIL SUMMARY SHEET
TITLE: GOG 93: Evaluation of Intraperitoneal Chroric Phosphate Suspension
Therapy Following Negative Second-Look Laparotomy for Epithelial
Ovarian Carcinoma, Stage III, Phase III

KEYWORDS: chromic phosphate, ovarian, carcinoma

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MC

DEPARTMENT: Depar ent of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymecologic Oncology Group APPROVAL DATE: Jul 1987
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

T> evaluate the role of intraperitoneal chromic phosphate suspension therapy in
patients with Stage I1I epithelial ovarian carcinoma who have no detectable
evidence of disease at the second-look laparotomy.

TECHNICAL APPROACH

To be eligible, patients must have histologically confirmed primary epithelial
carcinoma of the ovary and be in complete clinical remission. Patients must
have a diagnosis of FIGO Stage III ovarian carcinoma.

PRIOR AND CURRENT PROGRESS

Altogether, the entire GOG has entered 116 patients into this study; 53 during
this past year. WRAMC has enrolled one patient altogether. This patient was
enrolled during the past year. There has been one grade 4 (hematologic, GI,
and surgical) adverse effect from the entire GOG experience with this protocol.

CONCLUSIONS
Too early.
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REPORT DATE: 09/16/93 WORK UNIT # 4255
DETAIL SUMMARY SHEET
TITLE: GOG 78: Evaluation of Adjuvant Vinblastine, Bleomycin and Cisplatin
Therapy in Totally Reducing Choriocarcinoma, Endodermal Sipus Tumor or
Embryonal Carcinoma of the Ovary, Pure and Mixed with Other Elements,
Phase II
KEYWORDS: VP-16, bleomycin, cisplatin

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Sep 1987
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate the effect of adjuvant VP-16, bleomycin, and cisplatin chemotherapy
in patients with endodermal sinus tumor. choriocarcinoma, embryonal carcinoma,
and grade 2 aud 3 immature teratoma of the ovary after remc.al of all gross
tumors.

TECHNICAL APPROACH

Eligible patients include those with histologically confirmed Stage I
choriocarcinoma, endodermal sinus tumor, embryonal carcinoma, and grade 2 and 3
immature teratoma. Patients with Stage II and Iil disease are also eligible if
all gross tumor is removed. Serum AFP and beta-HCG levels should be normal.

PRIOR AND CURRENT PROGRESS

To date, 117 patients have been entered into this study (none this past year);
Walter Reed has entered 2 patients. Reported toxicities are as follows: 9
grade 4 leukopenia, 2 grade 4 GI, 1 grade 4 dermatologic, 3 grade 4
thrombocytof :nia, and 41 grade 4 granulocytopenia. This protocol was closed to
patient entry in February 1992, but two patients are still being followed.

CONCLUSIONS
Too early for analysis.
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REPORT DATE: 10/19/92 WORK UNIT # 4257
DETAIL SUMMARY SHEET

TITLE: GOG 99: A Phase III Randomized Study of Adjunctive Radiation Therapy in
Intermediate Risk Endometrial Adenocarcinoma

KEYWORDS: radiation, endometrial, adenocarcinoma

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Oct 1987
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $§ 0

STUDY OBJECTIVE
To determine if patients with intermediate risk endometrial adenocarcinoma who

have no spread of disease to their lymph nodes benefit from postoperative
pelvic rac.otherapy. To evaluate how the addition of pelvic radiotherapy will
alter the site and rate of cancer recurrence in these interr.diate risk
patients.

TECHNICAL APPROACH
Patients with primary histologically confirmed grades 2 and 3 endometrial

adenocarcinoma are eligible. Patients must have had a total abdominal
hysterectomy, bilateral salpingo-oophorectomy, pelvic and para-aortic lymph
node sampling, pelvic washings, and found to be surgical Stage I. Patients
must have myometrial invasion.

PRIOR AND CURRENT PROGRESS

There have been 245 patients entered on this protocol through the entire GOG
(42 during the past year). Walter Reed has entered 15 patients altogether (2
during the past year). There has been one GI grade 4 tc..city, one cutaneous
grade 4 toxicity, and one grade 4 obstruction toxicity.

CONCLUSIONS
Too early.
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REPCRT DATE. 06,17 9! WORK UNIT = 42613
DETAIL SUMMARY SHEET

TITLE: GOG 26X: A Phase !! Trial of Gallium Nitrate in Patients with Advanced
Pelvic Malignancies

KEYWORDS: gallium nitrate, pelvic malignancies

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR NC
ASSOCIATES: Park, Robert MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jun 1988
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the efficacy of gallium nitrate in the treatment of advanced or
recurrent gynecologic cancers.

TECHNICAL APPROACH
Patients will have histologically confirmed recurrent or metastatic gynecologic
cancer which is refractory to curative therapy of established treatments.

PRIOR AND CURRENT PROGRESS

To date, 50 patients have been entered into this protocol from the entire GOG;
6 during the past year. No patients have been entered from WRAMC. No grade 4
adverse effects have been reported. This study has been closed to patient
accrual as of 8 Jan 93,

CONCLUSIONS
Gallium nitrate has modest activity in previously treated patients with
epithelial ovarian carcinoma.
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REPORT DATE: 06,/17/93 WORK UNIT =» w265
DETAIL SUMMARY SHEET

TITLE: GOG 102 A (Master Protocol): Intraperitoneal Administration of
Cisplatin and 5-FU in Residual QOvarian Carcinoma, Phase II

KEYWORDS: cisplatin, S5-fluorouracil, ovarian carcinoma

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymnecologic Oncology Group APPROVAL DATE: Jun 1988
FUNDING: Current FY: § 0 Previous FYs: § 238 Total: § 238

STUDY OBJECTIVE

To determine the activity of cisplatin and 5-fluorouracil when used by the
intraperitoneal route in patients who have persistent minimal residual disease
epithelial ovarian malignancies after standard therapy.

TECHNICAL APPROACH

Patients with primary, histologically documented, epithelial carcinoma of the
ovary, and patients who have had partial or incomplete responses to combination
chemotherapy and who have documented minimal residual disease (1.0 cm or less
maxi tumor diameter) at second look laparotomy following chemotherapy are
enrolled. Patients with a history of complete response followed by a
recurrence with no residual nodule greater than 1 cm in diameter are also
eligible.

PRIOR AND CURRENT PROGRESS

There have been 48 patients entered into this prorocol for the entire GOG (none
during the past year). No WRAMC patients have been entered from Walter Reed.
There has been one grade 4 leukopenia, four grade &4 neutropenias, one grade 4
snemia, and one grade 4 hepatic toxicity. GOG 102B was closed to ..ew patient
entry in December 1988; however, the Master Protocol 102-A remains in effect.

CONCLUSIONS
This is an active salvage regimen in small volume, cisplatin-sensitive tumors.
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REPORT DATE: 07,21,9) WORK UNIT = 4266
DETAIL SUMMARY SHEET

TITLE: GOG 76A: Master Protucol for Phase II Drug Studies in the Treatment of
Advanced or Recurrent Squamous Cell Carcinoma of the Cervix.

KEYWORDS: advanced, squamous cell carcinoma, cervix

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoi.
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jul 1988
FUNDING: Current FY: § (0] Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To continue identification of new active drugs in the treatment of advanced or
recurrent squamous cell carcinomas of the cervix so that combinations of
cytotoxie drugs can be formed which might lead to an improved complete
remission rate.

TECHNICAL APPROACH

Patients enrolled in individual protocols under this Master Protocol will have
histologically confirmed advanced, persistent, or recurrent squamous cell
carcinoma of the cervix with documented disease progression after local
therapy.

PRIOR AND CURRENT PROGRESS

GOG 76-A is a Master Protocol. Walter Reed has two 76 protocols approved:
76-1 and 76-S. The entire GOG has entered 394 patients into 76-1I, of which 3
have been from Walter Reed. The GOG has entered 32 patients into 76-S, of
which Walter Reed has entered none. There have been approximately 40 grade 4
.vxicities; 21 leukopenias, 10 neutropenias, 1 cutaneous, 2 neurotoxicities, 1
fever, 4 thrombocytopenias, and 1 hypocalcemia. Both protocols have been
closed to patient accrual (76-I in February 1990 and 76-S in May 1990).

CONCLUSIONS
See individual protocols.
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REPORT DATE: 11/15/93 WORK UNIT = 4268
DETAIL SUMMARY SHEET

TITLE: GOG 26DD: A Phase II Trial of Amonafide in Patients with Advanced
Pelvic Malignancies

KEYWORDS: amonafide, pelvic, malignancies

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Nov 1988
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the efficacy of amonafide in the treatment of advanced pelvic

malignancies.

TECHNICAL APPROACH
Eligible patients must have histologically confirmed recurrent or metastatic

gynecologic cancer which is refractory to curative therapy or established
treatments. All patients must have measurable disease.

PRIOR AND CURRENT PROGRESS

There have been 51 patients entered into this protocol from the entire GOG
(none during the past year). Walter Reed has entered three patients; none
since the FY-91 report. There have been 19 grade 4 hematologic toxicities, 1
grade 4 GI toxicity, and 1 grade 4 renal toxicity reported. No treatment
deaths have been reported. The protocol is closed to patient accrual and is

open for follow-up only.

CONCLUSIONS

Although amonaride has slight activity in epithelial tumors of the ovary and
squamous cell cancer of the cervix, further studies in these tumor types are
not warranted due to both low activity and severe hematologic toxicity.
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REPORT DATE: 01,/11/93 WORK UNIT # 4274
DETAIL SUMMARY SHEET
TITLE: GOG 104: Intraperitoneal Cisplatinum/Intravenous Cyclophosphamide Vs.
Intravenous Cisplatinum/Intravenous Cyclophosphamide in Patients with
Nonmeasurable Disease Stage III Ovarian Cancer, Phase III

KEYWORDS: cis-platinum, cyclophosphamide, ovary

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncclogy Group APPROVAL DATE: Jan 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: §

STUDY OBJECTIVE

To carry out a Phase III randomized trial of intermediate dose intraperitoneal
cis-platinu. plus intravenous cyclophosphamid: versus intermediate dose
intravenous cis-platinum plus intravenous cyclophosphamide for optimal Stage
I11 ovarian cancer.

TECHNICAL APPROACH

Patients will be randomized to receive one of the two regimens listed above.
Eligible patients must have a histologically confirmed pure epithelial ovarian
carcinoma. Those with a borderline tumor will be excluded.

PRIOR AND CURRENT PROGRESS

To date, the entire GOG has entered 292 patients; 34 this past year. Nine
patients have beer entered from WRAMC; two during this reporting year. There
have been 39 grade 4 neutropenia episodes and § grade 4 thrombocytopenic
episodes reported. There have been 3 grade 4 GU toxicities and 8 grade 4 GI
toxicities. There have been no reported deaths.

CONCLUSIONS
Too early.
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REPORT DATE: 03,/29/93 WORK UNIT = 4275
DETAIL SUMMARY SHEET
TITLE: GOG 1lU7 A Randomized Study of Doxorubicin Vs. Doxorubicin Plus
Cisplatin in Patients with Primary Stage III and IV Recurrent
Endometrial Adenocarcinoma, Phase III

KEYWORDS: doxorubicin, cisplatin, endometrial

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Completed
SERVICE: Gymecologic Oncology Group APPROVAL DATE: Mar 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

The major objective of this study is to determine whether the addition of
cisplatin to doxorubicin offers significant improvement in the frequency of
objective reaponse, the duration of nrogression free int-rval, and the length
of survival as compared to doxorubicin alone.

TECHNICAL APPROACH

Eligible patients must have Stage III, Stage IV, or recurrent endometrial
carcinoma. Patients must have measurable disease. Patients may have received
prior hormonal therapy or therapy with biologic response modifiers.

PRIOR AND CURRENT PROGRESS

To date, 299 patients have been enrolled by the entire GOG (158 during the past
year). One patient has been entered from Walter Reed during the past year (the
only WRAMC patient). There have been 37 grade 4 granulocytopenic toxicities, 4
rade 4 thrombocytopenic toxicities, 3 grade 4 anemias, and 4 grade 4 GI
toxicities. The protocol closed for patient entry on 1 Dec 92.

CONCLUSIONS
Too early.
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REPORT DATE: 06/11/93 WORK UNIT = 4277
DETAIL SUMMARY SHEET
TITLE: GOG 108: Ifosfamide and the Uroprotector, Mesna, with or without
Cisplatin in Patients with Advanced or Recurrent Mixed Mesodermal
Tumors of the Uterus, Phase III

KEYWORDS: ifosfamide, uterine, sarcoma

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymecologic Oncology Group APPROVAL DATE: May 1989
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE

To confirm reported high response rates of advanced or recurrent mixed
mesodermal tumors of the uterus to ifosfamide/Mesna. To determine whether the
addition of cisplatin to {fosfamide/Mesna improves response rates or survival
in patients with these tumors.

TECHNICAL APPROACH

Eligible patients include those with primary, histologically confirmed,
heterologous or homologous (carcinosarcoma) mixed mesodermal tumors of the
uterus. All patients must have measurable disease. Patients who have received
prior chemotherapy are not eligible.

PRIOR AND CURRENT PROGRESS

As of July 1993, the entire GOG has entered 121 patients (50 since the last
report); 82 are currently evaluable. WRAMC has entered two patients since the
protocol began (both during the past year). One patient experienced disease
progression and died of disease. There were no treatment related
complications. The other patients completed therapy with one episode of grade
4 hematologic toxicity (neutropenia) out of eight total chemotherapy
treatments. There were no lasting sequelae. As of July 1993, the entire GOG
had administered over 600 treatment cycles; there were 36 grade 4 neutropenic
episodes, 11 grade 4 thrombocytopenias, and 2 grade 4 GI toxicities (nausea and
vomiting). There have been no treatment related deaths. This protocol remains
open for patient accrual.

CONCLUSIONS
Too early.
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REPORT DATE: 07,/21/93 WORK UNIT = 4278
DETAIL SUMMARY SHEET

TITLE: GOG 26EE A Phase II Trial of Didemnin B in Patients with Advanced
Pelvic Malignancies

KEYWORDS: Didemnin B, pelvic, malignancies

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Completed
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jul 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the efficacy of D.demnin B in the treatment of advanced or

recurrent pelvic carcinomas.

TECHNICAL APPROACH .
Eligible patients must have histologically confirmed recurrent or metastatic

gynecologic cancer which is refractory to curative therapy or established
treatments. All patients must have measurable disease.

PRIOR AND CURRENT PROGRESS

To date, 43 patients have been entered into this study by the entire GOG (none
during the past year). Walter Reed has entered no patients. One grade 4
gastrointestinal toxicity has been reported. The protocol has been closed to
squamous cervical and epithelial ovarian cancer patients and was terminated as
of November 1992.

CONCLUSIONS
Didemnin B is ineffective with the schedules utilized.
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REPORT DATE: 01,/11,93 WORK UNIT = 4281
DETAIL SUMMARY SHEET
TITLE: GOG 8801 A Phase 1 Evaluation of Multiple Daily Fraction Radiation and
Hydroxyurea in Patients with Scage IIB, III and IVA Carcinoma of the
Cervix with Negative Para-aortic Nodes

KEYWORDS: radiation, hydroxyurea, cervix

PRINCIPAL INVESTICATOR: Bosscher, James LTC MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymecologic Oncology Group APPROVAL DATE: Jan 1990
FUNDING: Current FY: § 0 Previous FYs: § 4] Total: $§ 0

STUDY OBJECTIVE

To determine the toxicity of accelerated hyperfractionated radiation plus
hydroxyurea in patients with cancer of the cervi. To determine the optimal
tolerated dose of hyperfractionated radiation when combined with hydroxyurea
and intracavitary radiation.

TECHNICAL APPROACH

Patients must have primary previously untreated histologically confirmed
carcinoma of the cervix; squamous cell carcinoma, adenocarcinoma, and
adenosquamous carcinoma are eligible. Patients must have FIGO Stage 1IB, I1IA,
II1IB, or IV disease with negative para-aortic nodes. Patients must have a
para-aortic lymphadenectomy and intraperitoneal exploration with cytologic
washings as outlined in the protocol.

PRIOR AND CURRENT PROGRESS

To date, 36 patients have been accrued by the entire GOG; 2 during the past
year. Walt.. Reed has entered 5 patients; no-: during this reporting period.
No toxicity reports are available at this time.

CONCLUSIONS
Too early.
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REPORT DATE: 01,/21/93 WORK UNIT = 4282
DETAIL SUMMARY SHEET
TITLE: GOG 8901 A Phase I Evaluation of Multiple Daily Fraction Radiation and
SFU Plus Cisplatin in Stage IIB, I1I and IVA Carcinoma of the Cervix
with Negative Para-aortic Nodes

KEYWORDS: radiation, SFU, cisplatin

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jan 1990
FUNDING: Current FY: $ 0 Previous FYs: §$ 0 Total: § 0

STUDY OBJECTIVE

To determine the toxicity of accelerated hyperfractionated radiation plus
5-fluorouracil (5-FU) and cisplatin in patients with cancer of the cervix. To
determine the optimal tolerated dose of hyperfractionated radiation when
combined with 5-FU, cisplatin, and intracavitary radiation.

TECHNICAL APPROACH

Patients must have primary previously untreated histologically confirmed
carcinoma of the cervix. Squamous cell carcinoma, adenocarcinoma, and
adenosquamous carcinoma are eligible. Patients must have FIGO Stage IIB, IIIB,
or IVA disease with negative para-aortic nodes. Patients must have a
para-aortic lymphadenectomy and intraperitoncal exploration with cytologic
washings as outlined in the protocol.

PRIOR AND CURRENT PROGRESS

To date, 34 patients have been accrued by the entire GOG; 14 Auring this
reporting period. Walter Reed has entered nine patients altogether; four
during this reporting period. No toxicity reports are available at this time.

CONCLUSIONS
Too early.
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REPORT DATE: 06/01/93 WORK UNIT =& 4291
DETAIL SUMMARY SHEET

TITLE: GOG 26GG A Phase II Trial of Fazarabine in Patients with Advanced or
Recurrent Pelvic Malignancies

KEYWORDS: Fazarabine, pelvic, malignancies

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC
ASSOCIATES: Park, Robert MD

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: May 1990
FUNDING: Gurrent FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the efficacy of Fazarabine in the treatment of advanced or
recurrent gynecologic cancers refractory to curative therapy or established
treatments.

TECHNICAL APPROACH

Patients with histologically confirmed gynecologic cancer either recurreat cr
advanced on initial presentation and refractory to curative therapy or
established treatments will be eligible. The patients will be treated with
Fazarabine at the dosage of 30 mg/m2/day for 5 days. Cycles of therapy will be
repeated every 28 days.

PRIOR AND CURRENT PROGRESS

To date, 45 patients have been accrued by the entire GOG (one during the past

year). Walter Reed has entered one patient (none during the past year). Four
cases of grade 4 neutropenia (two grade 4 leukopenias and one grade 4 sepsis)

have been reported. No treatment related deaths have been reported. This

pr . >col was closed to squamous cell carcinoma of the cervix in June 1990 and

to epithelial cell carcinoma of the ovary in September 1990.

CONCLUSIONS

Fazarabine exhibits no significant activity in patients with epithelial tumors
of the ovary and squamous cell carcinoma of the cervix at the dose and schedule
tested. )

312




REPORT DATE: 06/16/93 WORK UNIT # 4294
DETAIL SUMMARY SHEET

TITLE: COG 8803 Flow Cytometrically Determined Tumor DNA Content in Advanced
Epithelial Ovarian Cancer

KEYWORDS: flow cytometry, DNA, ovarian carcinoma

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jun 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine if tumor ploidy and cell proliferation can be correlated to

various tumor and host factors, tumor responses, second look laparotcmy
findings, relapse and patient survival. To determine if tumor ploidy and cell
proliferation are consistent between primary and metastatic sites and if they
remain stable before and after chemotherapy.

TECHNICAL APPROACH

Patients with advanced (Scage III or IV) epithelial ovarian cancer that were
previously entered on GOG Protocols 47, 52, or 60 will be eligible. 1In
addition, patients must have received enough chemotherapy on protocol to be
evaluable for response, have a paraffin-embedded ovarian tumor specimen from
the pretreatment laparotomy available for use, and have adequate follow-up
information available to include second-look laparotomy findings.

PRIOR AND CURRENT PROGRESS
To date, 274 patients have been entered for the entire GOG (none this past

year). No patients from Walter Reed have been entered.

CONCLUSIONS
Too early.
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REPORT DATE: 06/16/93 WORK UNIT # 4295
DETAIL SUMMARY SHEET

TITLE: GOG 8809 Flow Cytometrically Determined Tumor DNA Content in Ovarian
Tumors of Low Malignant Potential

KEYWORDS: flow cytometry, DNA, ovarian tumors

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongo.ing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jun 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine whether the DNA content of borderline ovarian tumors can be
correlated with extent/stage of the tumor, potential for recurrence, and
patient survival.

TECHNICAL APPROACH

Patients previously entered on GOG Protocol 72 with all stages of ovarian
tumors of low malignant potential (any histologic type) can be entered. In
addition, one paraffin-embedded specimen frou pretreatment laparotomy and
adequate follow-up information, to include second-look laparotomy findings or
time to progression, must be avajilable.

PRIOR AND CURRENT PROGRESS

To date, 151 patients have bcen entered for the entire GOJ (43 during the past
year). Five patients have been entered from Walter Reed (three during the past
year). This protocol was closed to patient entry in February 1993.

CONCLUSIONS
Too early.
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REPORT DATE: 06/16/93 WORK UNIT = 4296
DETAIL SUMMARY SHEET

TITLE: GOG 8810 Flow Cytometrically Determined DNA Content in Endometrial
Carcinoma

KEYWORL5: flow cytometry, DNA, adenocarcinoma

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jun 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the DNA content of primary, recurrent and metastatic endometrial
adenocarcinoma, and to identify whether the presence of aneuploid cell
populations is related to histologic cell type, or grade or stage of the tumor,
lymph node or distant metastasis, progressicn free interval, or survival. To
determine whether tumor ploidy is consistent _ctween primary tumors and their
metastasis.

TECHNICAL APPROACH

Patients are eligible if previously entered on GOG Protocol 33, and if a
paraffin block sample from the D&C or hysterectomy is available. If metastatic
tumor is present, one paraffin block of the metastatic tumor would be highly
desirable.

PRIOR AND CURRENT PROGRESS

To date, 293 patients have been entered for the entire GOG; 5 patients have
been entered by Walter Reed. The protocol was closed to patient entry in
November 1991. Four patients are being followed on this study.

CONCLUSIONS
Too early.
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REPORT DATE: 06/16/93 WORK UNIT #» 4298
DETAIL SUMMARY SHEET
TITLE: GOG 111 A Phase III Randomized Study of Cyclophosphamide and Cisplatin
Vs. Taxol and Cisplatin in Patients with Suboptimal Stage II1I and Stage
IV Epithelial Ovarian Carcinoma

KEYWORDS: ovarian carcinoma, cisplatin, Taxol

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jun 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

Tc determine rate, response duration, and survival in subcoptimal Stage III and
Stage IV ovarian cancer treated with two different platinum-based combination
chemotherapy regimens. To compare the relative toxicities of the two regimens.

TECHNICAL APPROACH

Patients with established ovarian epithelial cancer, suboptimal (1 cm in
diameter) Stage III or Stage IV, are eligible. All patients must have optimal
surgery for ovarian cancer. The following histologically confirmed ovarian
malignancies are eligible: serous adenocarcinoma, mucinous adenocarcinoma,
clear-cell adenocarcinoma, endometrioid adenocarcinoma, undifferentiated
carcinoma, and mixed epithelial carcinoma.

PRIOR AND CURRENT PROGRESS

There have been a total of 394 patients entered into this protocol for the
entire GOG. Eleven patients have been entered from Walter Reed. There have
been 266 grade 4 leukopenias, 1 grade 4 anemia, 4 grade 4 thrombocytopenias, 12
grade 4 GI adverse effects, 1 grade 4 cardiac toxicity, 1 graue 4 renal
toxicity, and 1 grade 4 neurologic toxicity. This protocol was closed to
patient entry in March 1992. One patient is being followed.

CONCLUSIONS
Too early.
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REPORT DATE: 10/18/92 WORK UNIT # 4302
DETAIL SUMMARY SHEET

TITLE: GOG 8906 Extended Radiation Therapy With Concomitant 5-FU Infusion and
Cisplatin Chemotherapy in Patients with Cervical Carcinoma Metastatic

to Para-Aortic Lymph Nodes
KEYIORDS: radiation, cervix, para-aortic

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Oct 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $§ 0

STUDY OBJECTIVE
To assess tolerance dose levels of 5-FU infusion and cisplatin chemotherapy in

a prospective, dose escalating fashion with respect to acute toxicity when
administer=d4 concomitantly with pelvic-para--~ortic field radiation therapy. To
assess long-term treatment toxicities.

TECHNICAL APPROACH
All patients have primary, previously untreated, histologically confirmed,

invasive carcinoma of the uterine cervix (squamous, adenosquamous, and
adenocarcinoma). All clinical stages, except clinical Stage IIIA and IVB, with
metastasis to the para-aortic lymph nodes proven by cytologic or histologic
means are eligible for this study.

PRIOR AND CURRENT PROGRESS

There have been 11 patients entered into this protocol through the entire GOG.
No patients have been entered from WRAMC. There have been no documented grade
4 toxicities reported by the entire GOG.

CONCLUSIONS
Too early.

317




REPORT DATE: 11/15/92 WORK UNIT = 4303
DETAIL SUMMARY SHEET

TITLE: GOG 26-11 Phase I1 Trial of 5-Fluorouracil and High Dose Leucovorin in
Advanced or Recurrent Pelvic Malignancies

KEYWORDS: pelvic, malignancies, 5-FU/leucovorin

PRINCIPAL INVESTIGATOR: Bosscher, James LTC MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Nov 1991
FUNDING: Current FY: § 0 Previous FYs: §$ 0 Total: §

STUDY OBJECTIVE
To determine the efficacy of leucovorin in advanced metastatic or recurrent
pelvic carcinomas.

TECHNICAL APPROACH

Eligible patients must have histologically confirmed recurrent or metastastic
gynecologic cancer which is refractory to curative therapy or established
treatments. All patients must have measurable disease.

PRIOR AND CURRENT PROGRESS

There have been 106 patients entered onto this protocol from the entire GOG;
WRAMC has entered one. There have been 14 grade 4 hematologic toxicities (1
thrombocytopenia, 13 granulocytopenias) and 2 grade 4 GI toxicities. The
protocol is closed to squamous cell cancer of the cervix and epithelial cancer
of the ovary.

CONCLUSIONS
Too early.
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REPORT DATE: 03,/30/93 WORK UNIT # 4305
CETAIL SUMMARY SHEET

TITLE: GOG 101 A Phase Il Evaluation of Preoperative Chemoradiation for
Advanced Vulvar Cancer

KEYWORDS: wvulva, cancer, chemoradiation

PRINCIPAL INVESTIGATOR: Mayer, Allan LTC(P) MC

DEPARTMENT: Depa.tment of Obstetrics and Gymecology STATUS: Ongoing
SERVICE: Gvnecologic Oncology Group APPROVAL DATE: Mar 1992
FUNDING: Curr-at FY: § 0 Previous FY¥s: $ 0 Total: $ 0

STUDY OBJECTIVE
To determine the feasibility, effectiveness, and morbidity of using
preoperative chemoradiation and surgery in advanced cancer of the vulva.

TECHNICAL APPROACH _

Depending or the TNM stage, patients will be treated with split course
chemotherapy rollowed by radiation therapy to the primary lesion and/or pelvic
and groin nodes. All patients will then undergo surgical resection of the
residual tumor.

PRIOR AND CURRENT PROGRESS

To date, 83 patients have been enrolled groupwide in the GOG. Walter Reed has
entered no patients. There has been no report on the incidence of serious or
unexpected adverse reactions by the GOG coordinators.

CONCLUSIONS
Too early to determine.
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REPORT DATE: 06/01/93 WORK UNIT = 4308

DETAIL SUMMARY SHEET
TITLE: GOG 125: Extended Field Radiation Therapy with Concomitants 5-FU
Infusion and Cisplatin Chemotherapy in Patients with Cervical Carcinoma
Metastatic to Para-Aortic Lymph Nodes

KEYWORDS: radiation, cervical, lymph nodes

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gymecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: May 1992
FUNDING: Current FY:. § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

Patients with cervical carcinoma and para-aortic lymph node metastasis will
receive extended field radiation and concomitant chemotherapy with 5-FU and
cispiatin. The study will assecs prog.ession-free survival, overall survival,
sites of failure, and morbidity.

TECHNICAL APPROACH

All patients with primary, previously untreated, histologically confirmed
invasive carcinoma of the cervix will be eligible. Any clinical stage (except
IIIA and IVB) are eligible. Metastasis to para-arotic nodes must be proven
histologically or cytologically. Patients will receive pelvic and para-aortic
radiation and cisplatin 50 mg/m2 on days 1 and 29, and 5-FU 1000 mg/m2 on days
2, 3, 4, 5 and 30, 31, 32, 33.

PRIOR _AND CURRENT PROGRESS
To date, 42 patients have been accrued in the entire GOG. Walter Reed has
entered one patient. One case of grade 4 GI toxicity has been reported.

CONCLUSIONS
Too early.
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REPORT DATE: 06/22/93 WORK UNIT # 4309

DETAIL SUMMARY SHEET

TITLE: GOG 102: A Randomized Comparison of hydroxyurea vs. Hydroxyurea, 5-FU
Infusion and Cisplatin vs. Weekly Cisplatin as Adjunct to Radiation
Therapy in Patients with Stages II-B, III, or IV-A Carcinoma of the
. Cervix and Negative Para-Aortic Nodes

KEYWORDS: cervix, carcinoma, Phase III

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gymecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Jun 1992
FUNDING: Current FY: § 0 Previous FY¥Ys: § 0 Total: § 0

STUDY OBJECTIVE

To determine whether hydroxyurea, hydroxyurea, 5-FU infusion plus bolus
cisplatin; or weekly cisplatin is superior as 2 potentiator of radiation
therapy in locally advanced cervical carcinoma.

TECHNICAL APPROACH
Patients with cervical carcinoma (Stages IIB, IIA, IIIB, or IVA) will undergo

extraperitoneal staging surgery. Those patients with negative para-aortic
nodes will then be randomized to receive radiotherapy plus either: 1)
cisplatin; 2) cisplatin, 5-FU and hydroxyurea; or 3) hydroxyurea. Following
the completion of therapy the patients will be followed clinically.

PRIOR AND CURRENT PROGRESS
To date, the entire GOG has enrolled 57 patients. Walter Reed has enrolled one

patient. Three patients on this study have experienced grade 3 hematologic
toxicity. Th-ve have been no deaths during treatment.

CONCLUSIONS
Too early.
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REPORT DATE: 08/19/93 WORK UNIT # 4310
DETAIL SUMMARY SHEET
TITLE: GOG: 136 Acquisition of Human Ovarian and Other Tissue Specimens and
Serum to be Used in Studying the Causes, Diagnosis, Prevention and
Treatment of Cancer

KEYWORDS: ovarian, tissue, collection

PRINCIPAL INVESTIGATOR: feneriello, Michael LCDR MC

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gymecologic Oncology Group APPROVAL DATE: Aug 1992
FUNDING: Current FY: §$ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To accomplish the collection of human ovarian tissue specimens and serum within
GOG participating institutions, and to provide a long-term storage repository
for ovarian tumors and serum. The material will be used in studies to better
understand the molecular biology of ovarian tumors.

TECHNICAL APPROACH

All patients who have had ovarian tumor tissue or extra-ovarian peritoneal
serous carcinoma tissue removed are eligible. All patients who have had
ovaries removed because of a family history of ovarian cancer are eligible.
The tissue, when removed, is shipped along with serum specimens to the GOG
repository facility.

PRIOR AND CURRENT PROGRESS

To date, Walter Reed has entered 11 patients irto this protocol. There have
been 311 entries from the entire GOG. No unexpected or serious adverse
reactions have been reported.

CONCLUSIONS
Too early.
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REPORT DATE: 09/16/93 WORK UNIT # 4311
DETAIL SUMMARY SHEET

TITLE: GOG 134: A Phase III Trial of Taxol at Thrfee Dose Levels and G-CSFF
at Two Dose Levels in Platinyum-Resistant Ovarian Carcinoma

KEYWORDS: Taxol, ovarian, G-CSF

PRINCIPAL INVESTIGATOR: Teneriello, Michael LCDR MC .

DEPARTMENT: Department of Obstetrics and Gynecology STATUS: Ongoing
SERVICE: Gynecologic Oncology Group APPROVAL DATE: Sep 1992
FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $ 0

STUDY OBJECTIVE

To determine if Taxol at different dose levels affects response rate,
progression-free interval, or survival in patients with platinum-resistant
ovarian cancer; to compare toxicities of the regimens; and to compare the
cfficacy and toxicity of G-CSF in patients receiving high dose Taxol.

TESCHNICAL APPROACH

Patients with platinum-resistant ovarian epithelial cancer with clinically
measurable disease will be randomized to receive Taxol at three different dose
levels. Patients at the highest dose level will also receive G-CSF at one of
two dose levels. Patients are then followed clinically to assess response.

PRIOR AND CURRENT PROGRESS

To date, the entire GOG has enrolled 182 patients, of which 97 are presently
evaluable. Walter Reed has enrolled four patients. Of the 97 patients who are
evaluable, 50 have died or experienced disease progression. Toxicities have
included 59 grade 4 neutropenic episodes, 1 grade 4 GI toxicity, and 1 grade &4
neurologic toxicity. This protocol remains open for patient accrual.

CONCLUSIONS
Too early for conclusions.
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REPORT DATE: 07/25/93 WORK UNIT = 4813
DETAIL SUMMARY SHEET

TITLE: Leishmania Survivability and Infectivity in Human Blood Products

KEYWORDS: leishmania, survival, blood

PRINCIPAL INVESTIGATOR: Daugirda, Joanne CPT MS

DEPARTMENT: Department of Pathology and Area Laboratories STATUS: Completed
APPROVAL DATE: Jul 1992

FUNDING: Current FY: § 0 Previous F¥s: §$ 0 Total: $ 4]

STUDY OBJECTIVE

To determine the survivability of viscerotropic Leishmania tropica in human
whole blood and blood products maintained at blood bank storage conditions and
temperatures. Also, to determine if infected units of blood can be
prophylactically treated to kill or remove the parasite to render the blood
useable.

TECHNICAL AFTROACH

The parasite will be introduced into whole blood as either intramonocytic
amastigotes or promastigotes. The blood will remain as whole or be divided
into its cellular components. At intervels, the blood will be cultured to
determine survivability of the parasite. Whole blood will be seeded with
intra-monocytic amastigotes and treated with either gentian violet, filtration,
or irradiation. Samples will be cultured to determine parasite survival.

PRIOR AND CURRENT PROGRESS

Leishmania tropica (viscerotropic strain WR1063) survived in whole blood for 15
days, packed RBC for 20 days, platelets for at least 5 days, and frozen RBC for
at least 6 months when maintained at blood storage conditions. Prophylactic
treatment with gentian violet and filtration rendered the infected units
culture neg-tive. There have been a total of 30 pecple enrolled in the study.
None of the volunteers experienced adverse reactions from their donations.

CONCLUSIONS

The results indicate that a unit of blood infected with viscerotropic
Leishmania tropica could cause transfusion transmitted leishmaniasis; however,
prophylactic treatment of potentially infected units may provide safe,
transfusable products.
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REPORT DATE: 07,/07/93 WORK UNIT # 4814
DETAIL SUMMARY SHEET

TITLE: A Comparison of Fresh and Rejuvenated Red Blood Cells Cryopreserved
with Hydroxyethyl Starch (HES)

KEYWORDS: red blood cells, cryopreservation, hydroxyethyl starch

PRINCIPAL INVESTIGATOR: Welsh, Victoria CPT MS
ASSOCIATES: Supon, Patrick LTC MS

DEPARTMENT : Department of Pathology and Arza Laboratories STATUS: Completed
APPROVAL DATE: Aug 1992

FUNDING: Current FY: § 1,325 Previous FYs: $ 0 Total: $ 1,325

STUDY OBJECTIVE
To examine whether rejuvenated red blood cells (RBC) can be effectively frozen

with the extracellular cryoprotectant, hydroxyethyl starch (HES), and to
demonstrate similar RBC recovery and viability with fresh RBC frozen with the

same cryoprotectant.

TECHNICAL APPROACH

The in vitro properties of expired human RBC (approximately 220 ml) that were
rejuvenated and then frozen with HES were compared to those of fresh human RBC
frozen with HES within 24 hours of collection. Post-thaw measurements of
intracellular adenosine-5'-triphosphate (ATP) and 2, 3-diphosphoglyceric acid
(2,3-DPG) levels, saline stability, plasma stability, and RBC recovery were the
primary response variables for this study.

PRIOR AND CURKENT PROGRESS

The principal investigator was trained at the British Army Blood Supply Depot
(ABSD), United Kingdom, on the cryopreservation of RBC in the presence of HES.
Equipment and materials provided by the ABSD were utiiized. Ten volunteer
subjects were recruited to donate blood (for a total of 20 vnits over a 2-month
period) for use in this study, and no adverse reactions were noted. This
research was conducted to complete a thesis and satisfy requirements for a
Master’s in Science degree offered in affiliation with the Tri-Service Blood
Bank Fellowship at Walter Reed Army Medical Center.

CONCLUSIONS
The rejuvenated RBC appeared to survive the freeze-thaw process better than the

fresh units, as demonstrated by the increase in ATP and the smaller loss of
2,3-DPG levels measured post-thaw. RBC recovery and saline stability assays
were similar between the rejuvenated and fresh RBC frozen with HES.
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REPORT DATE: 04/15/93 WORK UNIT » 6038
DETAIL SUMMARY SHEET

TITLE: Collection and Cryopreservation of Spleen Cells for the Production of
Monoclonal Antibodies

KEYWORDS: spleen, cryopreservation, lymphocyte

PRINCIPAL INVESTIGATOR: Maybee, David COL MC
ASSOCIATES: Fischer, Gerald COL MC

DEPARTMENT: Department of Pediatrics STATUS: Completed
APPROVAL DATE: Apr 1983

FUNDING: Current FY: § 0 Previous FYs: §$ 0 Total: § 0
STUDY OBJECTIVE

To use cryopreserved spleen cells from a bank as a source of growth factors and
tumor monoclonal antibodies.

TECHNICAL APPROACH
After splenectomy, spleen is dissected and single cell suspensions are made.
These cells are cryopreserved in liquid nitrogen for later use.

PRIOR AND CURRENT PROGRESS

In the past year, no new registrants have been accrued. This study is now
closed to further registrants. No studies utilizing this cell bank have been
done in the reporting year. Cells currently frozen in the cell bank will be
stored at the Department of Pediatrics’ laboratory of the Uniformed Services
University of Health Sciences until no longer viable.

CONCLUSIONS
This study is completed; no further registrants will be accepted.
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REPORT DATE: 02/16/93 WORK UNIT = 6002
DETAIL SUMMARY SHEET

TITLE: The Effect of Mestinon on Growth in Non-growth Hormone Deficient Short
Children

KEYWORDS: short stature, growth hormone, pyridestigmine
PRINCIPAL INVESTIGATOR: Poth, Merrily MD

DEPARTMENT: [:2partment of Pediatrics STATUS: Completed
APPROVAL DATE: Feb 1988

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To determine whether Mestinon (pyridostigmine) has a physiological effect on
growth hormone secretion and hence on growth.

TECHNICAL APPROACH

Mestinon (bV mg) or placebo will be given each night at bedtime to short,
non-growth hormone deficient children. Growth rate and serum somatomedin C
will be compared (between 6 months of Mestinun therapy and 6 months of placebo)
for placebo versus drug treatment.

PRIOR AND CURRENT PROGRESS

To date, 11 patients have been enrolled on this protocol (none during the past
year). No complications of treatment have occurred. However, since growth
rates on treatme:r: were not significantly different from those during the
placebo period, no further patients will be placed on this protocol.

CONCLUSIONS

Mestinon given at bedtime to non-growth hormone deficient children with short
stature d.J not change their growth rates. These results are peing prepared
for publication.
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REPORT DATE: 08,/25/93 WORK UNIT # 6064
DETAIL SUMMARY SHEET

TITLE: The Effect of Somatomedin C on Androgen Receptor and 5-a-reductase
Activities in a Hormonally Responsive Tissue, the Penile Foreskin

KFYWORDS: somatomedin C, androgen, 5-alpha-reductase

PRINCIPAL INVESTIGATOR: Francis, Gary LTC MC
ASSOCIATES: Poth, Merrily MD

DEPARTMENT: Department of Pediatrics STATUS: Ongoing
APPROVAL DATE: Aug 1989

FUNDING: Current FY: $14,246 Previous FYs: § 18,685 Total: § 32,931

STUDY OBJECTIVE

To determine whether or not growth hormone (GH) acting through its effector
hormone, somatomedin C (IGF-1), has in vitro effects on androgen receptor
activity or 5-alpha-reductase activity in the penile foreskin.

TECHNICAL APPROACH

Primary explant fibroblast cultures will be prepared from five normal infant
foreskins at the time of routine circumcision. Confluent monolayer cultures
will be used to assay 5-alpha-reductase activity by the conversion
3H-testosterone to H-dihydrotestosterone and metabolites, as well as androgen
receptor activity assayed by specific binding of 3H-dihydrotestosterone +o
whole cell preparations.

PRIOR AND CURRENT PROGRESS

Cultures of foreskin fibroblasts have been established and maintained in the
laboratory for study. Prior progress has shown that IGF-1 has proliferative
effects on these cell cultures. Current studies have shown that testosterone
increases the production of IGF-1 and IGF-binding protein by these cultures.
Immediate plans are to follow through on this -bservation with studies using
anti-IGF-1 antibody to evaluate the importance of this change in the
proliferative effects of testosterone on foreskin fibroblasts.

CONCLUSIONS

Study is continuing to be producti-ve¢ in new understanding of the roles and
interactions of androgens and growth factors in the regulation of fibroblast
growth.
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REPORT DATE: 07/19/93 WORK UNIT =» 6219
DETAIL SUMMARY SHEET

TITLE: Chronic Stress, Change in Social Support, and Uncertainty

KEYWORDS: chronic stress, reactions to stress

PRINCIPAL INVESTIGATOR: Maybee, Da